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[W^^ 1 ] 

i?li^^J:Of4i;^^^5&>'b^*^^tv^i>*< i;^> l^*^T^xm=S:'^tf^i:^:^tfm^:•t- 
^^^^ 2 J 

•c * ff^s 1 lemo:^ j*o • 

y^^yii^^y^ ^(Dyyif^yhttzii'tfih (om^^m t^t^j: ^^^hl im^^ fzmm 

o 

^^^^ g j 

[W:^^ 1 3 ] 

(a) J&Slia$&^om^i:«fl)iaJg#fflWt-*3tt'5>^SM«lfcO,it^**. 1 c e I 1/ 
c - 5X10^ eel Is/cm^ -C*)-!., :e J: t/^/^ * 

ttiliE# 2004-3085985 



#® 2 0 0 4-2 2 2 4 4 1 ^-v' I 2/E 

( b ) ^^iB$&i^Oi&«l't»OifflJiaoiftK^. Icel 1/m 1-5X10^ eel Is/ 

im-^-m. 1 4 1 

(c) :^#?g:*OMOi^iK76^2 X 1 0 ^ eel 1 s /m 1~1X10« eel 1 s /m 

(d) mmmmm^ui<^isif^^mmmt(Ditwi xio^ceiis/em^-ix 

1 0* c e 1 I s/cm^ tfab'S 

m^m 1 6 1 ^ ^ ^ 

1 7 1 

m^m 1-16 v>TtL;i> 1 m'm^<DyjmK2: ^nhft^mmm^itv y^^^o 

l^^^^^j^ 18] 

91 _ 
lit^^ 2 0 1 
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: 1/ 



10 0 0 31 , 

T«Bati±^ CD (Cluster Designation) 4 -r-^-i^L. it' 

;!,) . cDs-^-^-^^L. ±Kmmmmmm^-tmmm^^rmmiTc ;mmm 

#1±T'; >'^'?^ (cytotoxic T lymphocyte), ^y-TMMt ^ 

^^^•r^^nm.f^M^W'ki^ CMHc : bt-i5v^-ct±t (HLA) fc^^-r 

[0 0 0 4] . 

• i^*bn. i n vitro) xmmLfz^^. >{> L < liM^^rff t^T, ^y^m^^^^ 

C T L O^L#^6<J^«ffi1±*^^f *s J; y^liSi-r* fzibi.zit. C T L ^r^^'lS^?? 

(LAK^fflife) *fflv>4«T^&5S#fe (^fijAt^, ^^J|^l^^:fi:m3) , liitsco^^ 
(IL-2) «rfflv^-CflSU;^c®5^^ili'J (TIL) 4rfflv>;2,^ 

miE#2 004-3085985 



2 0 0 4-2 2 2 4 4 1 ^-v' : 2/ 

[0 0 0 8] , 

#l^:i:mn-{±REMv* (r a p i d expansion method; 
Ti^Bfl^^ttrv^^o Ci<^REM&{±, ^ir.#M6«jCTL*3J:C/TH =£r#tf TSfiS&co%0»8* 
ffl^M^^-eiiJi (Expand) $-fr*:^i*-C-*>*o 'li>«r<^T^Bai^n->=Sr 
l«li$-*-C:feScOT>fflfl&^^«^tgt?* y). UCD3 tn.i^. I L - 2 , 3feU^l'*feMmRS|t 
< LfzPBUC (peripheral blood mononuc 
1 e a r c e 1 U ^miSH^mmm) t^^^^^Ay-^^-i^'^^}^^^ (EP S t e i 
n-Barr virus. mTEBVi:B&-t) mmmm,i^^m^^xmWMmmCT LW. 

'J>7.i*^^>tS14'fb*^-fflji& (LAKM) {i, U >'^N-^=Sr-^tp5^^i« {^misi 
^f^irLAKWHSOiiJitilrajii-So c:<0 J: 9 lct-C#<btL/cL AKiB 

Igiri5V^-r{± I L- 2 <^flJffl=^^:6-i--i:*^-e§:fev>o I L - 2 >6«»^®<7)-f V 9 - 
W-feT-^- (IL-2R) Ic^S-^-t-S-^tcJ: V)«(±§fjic«mb$tt* 
o ^t- I L-2 Rf±'; >^-«^<^«tt'ft-^-*-i^ 1^"^^^^'^'"*° ituibO.-Striiv^ 

-c, mOT<^i L-2Ro^m=^±#$^^^-tfiMt?*-So tfz. ci:h<Dmm^ 
isv^-r {±, stmt- i mm\zm^fitzCT\.<r>-wimmwo -vLh x^xmrn^ix^m^^ 

i^iilu -yj^^ikW'^\^^^^x^i^^mir^mz\tm'^M.mifz\,tMmii'^%-^^ 
^i:$tL-S^^t?fe;5>^^ jfii?t-««#i5» (lib • '>->^) 

So 
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3/ 



7 ° I W > {iitii^ojflL?^*. ^il«B)i&^®> miSi<^fflfl&^1-^ h U y ;^ t^^^-f 

7~4 0%-r'jb^o y ^ ^uy(^i;^y^\z\ii ^<Dl I i Mo@e^!j3&*^F«-r'&:«i*> -eod 
8#i, 9#i, 1 OSB (mr. ^Mfil II-8. I I 1-9. III-IO 

III - 13. III-14 i:#.-t^o ) ti-s/N-U K> ^ Z^K^ 

;t^tL-CV^^o * I I I - 1 OtrfiVLA (very late activati 
on antigen) - bm^mt'^^tfLX^^ . n TiB^Jtl R G D S /C^^ o 
tf' ^/N-'J >l§^K^^><^C5KMi;fiI I I CS tlI^{m;5<iMit7!)*#«-rSo II 
ICStl«±2 5T5 /@J;i-'b=S:<l>VLA-4lcS[tL-C^^fStiSr;i-r^C S- 1 tiq^iftt 

^mm^^-t^ m^ii^ ^4*t^=:fcm8> ^if?Fl1=:S:«9i3j:WJ|#il^:i:i!Ri o) o 

[0 0 181 

mt^m:^mi] Gr e e nb e r g. P. D. ^, 1 9 9 2 #l&tr, A d v a 
nces in Immunology 

m'^m':ScM2} Reusser P. {IfeS^, Blood, 1991^, Vol 
. 7 8, No. 5, P1373~1380 

[#^#li^:fi:m3l Ro s e n b e r g S. A. -ffe, N. Engl. J. M 
ed. 1987^, Vol. 316. No. 15. P889~897 

I##ffi=:3Ci^4] Rosenberg S. A. ^, N. Engl. J. M 
ed. 1 9 88^, Vol. 319, No. 25, P1676~1680 

[^^#1^:5:11^51 Ho M. -fiag^, B 1 o o d, 1 9 9 3^, Vol. 8 1. N 
o 8 P2093 2101 

mf^h-Xme] Riddell S. A. 'ftfe4iS, J. Immunol., 
1991^. Vol. 14 6, No. 8, P2795~2804 

mmffX1S^7} Greenberg P. D. ^felife, J. Immunol. 
Methods, 1990 Vol. 128, No. 2, P189~201 

mm-XmS] Oeane F. Momer^. 1 9 8 8^l&=h-, FIBRON 
ECTIN, ACADEMIC PRESS INC. ,P1~8. 

m!^W:Scm9] K i m i z u k a F. ms^. ] . B i o c h e m. . 1 9 
91^, Vol. 110, No. 2, P284-291 

[#^#lfr:fcmi 01 H a n e n b e r g H. flfcS^, Human Gene T 
herapy. 199 7¥, Vol. 8. No. 18. p2193-2206 

[#1^:5:^11 si^&lg^9 6/0 6 9 2 g^^^yyi-y v 

mffxm2} mm^mm9 7/3297 o^^^yyuy y 

[0 0 191 
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#02 0 0 4-2 2 2 4 4 1 ^-->* : 4/ 

[0 0 2 01 

i^*< i:^> io=^^f dx^^^tri t^^itt-t-'S. mumm^') ^^mom^-if^m^zm 

{± tL ^ <n>m.%m t ^ * ffl -r Siit $ *Lf^ CO i: Jtt!^ L T, agflaMM1±;&*ii 

10 0 2 1 1 

^ > ri' > $ {± ;^ 7 K 7 :^ 3i»*l^^ $ o 

[0 0 2 21 
[0 0 2 31 

^k^^-f^^v^y^h'i}mm^ft^o y 'i-y"a^^^>(r>y'7Cf^yytLx\,t. m 

[0 0 2 41 

(a) %#Pfi$&^<^mmi:^J!a^^ffl^#{r:feft^^OT*ta:<^Jt^*«^ 1 c e 1 1/ 
cm2~5Xl0^cells/cm'' Xhi>. HXZfytfzii 

(b) :^^ia$&I^O^ifeit'<OiaBJi&OigJg7&*, Icel l/ml-SXlO^ eel Is/ 
m 1 X^:h^ 

<D\^^'fM<D^^^mfz'r^ ti)mm-^fi^o 

[0 0 2 51 

tttiE# 2004-3085985 



#02 0 0 4-2 2 2 4 4 1 ^-'J I 5/ 

( c ) i^mW<omm<DmMii^ 2 x 1 0 ^ c e 1 Is /m l-lXlO^cells /m 
1 -eab*. L< J4 

(d) mm.i^mm^ui'isif:h^mmmt(Ditm'^i xiosceiis/cm^-ix 

1 0 ^ c e 1 1 s/cm^ -C$>^ 
[0 0 2 6] 

1 £D|^ggoS!iig:^?Si::*5v>r, >^^°^<^M^. mWRX/^iz^ 

10 0 2 7] 

K^tt-)j^if^n^^fi^o ^^x-^^m^^<omxtLXii. uhwy-t )vys^ Tf^y^ 
-f T-ry ISI'f*'^ ^v;^ t fzlti^ 3,T>^y()V7. =£rffl v^TSA-t-S ^ t ix.-S 

o 

[0 0 2 8] 
[0 0 2 9] 
[0 0 3 0] 

:^^m<of^4<D§tmii. y^ ^<Dyyir:^'yY'£.ftii^fih<r>W^^'^ 
^mm^t tT^^L> ;&-ojfii?t^J;t;fM^^-^;t««7&*0~5%*?i-e*Sii:S:!NF 

[0 0 3 1 ] 

[l&?g«:||J6-t S :fe*0«a03&a] 
[0 0 3 2] 

^^^fflM«®145:^L. I L-2 R<D|&ai:3ii*iS;<, $ "b tc C D 8 l^14iN9flaoJt^**i^ 
[0 0 3 3] 

[0 0 3 41 

ttJ|E# 2004-3085985 



S^m2 004-2224 4 1 



^-i; : 6/ 



(1) :^^m^^^^^^y-<'^^^^^^'^- ^xu^'^(D-7^i^^> V 

ir^-yyiit^ ■pJx.Jf. Ji/virT.'y-T ^ E. ibCRuoslahti E., et a 
1 . . • /^W :^n-7:*ji/ • -^^ X h V - ( J . B i o 1 C h e m 

. ) . 1^2 5 ^1 4-^. mi 2 7 7-7 2 8 IH (1 9 8 1) D <^M75J-S^§> 

[0 0 3 5] 

g|-r&%-fi3'5r1f^l*. ^5 -y* F. e> CK i m i d u k a F. , et al.,v 

(J. Biochem. ) . ^110%, ^28 
4~29lH(199l)3v=i->:7'Uyh A. R. f>CKornbrihtt A 
.. R. , e t a 1. , EMBO (EMBO J. ) , 1^4%. fil7-f- 

. 1755-1759 (1985)K HXXJ^^^^^ K. CS e k i g u c h i 
K. , e t a 1 . . /■f^^'^-SX b';- (Biochemistry) ^ 1125^^ 
^iV-^. 4936-4941 (1986) D^i ^9^#^ i i:75*-e§ *o 
ID 0 3 61 

:*:|&?gtii3V^T{i. y 4 yu i-> y 7 if > VtVXit. mx-if. ^>fj:< tiil I 

1- 8 (|E^m<^)ie^J#-^l-^^$tL'5T< yilSB^iJ) , I I 1-9 (BB^y^OB£?^J*-^ 

2- e^$ttST5 /®?E^J) > I I i-i 0 (B22?!l*<^BE^J##3T-^$*tST^ ^mee 
?ij) , I I I - 1 2 (@s^j^(^ie^J#-^4 -e^^ft^T 5 y^BS^J) . i i i - i 3 (le 
mm(Dw.m^-^ 5 -e^^ tv-s r ^ / mmn) , 1 1 1 - 1 4 (ee^j^oiBJ^ij^^ e x-m^ 
fi^T<y mmm) . *3 j; ?/c s - 1 {w.mm(Dmim^ 7 ti.* r 5 >' S6ffi2?!i)_ <^ 

v>•ftL*»Oiiiai«:«^-rST5/BIBB^JS:■^^-e^:*'i^';^:^•^K (iai#M) 

[0 0 3 71 _ 

:h^t7t>^-C^^o mx.\i. ^(DH^yf^yjmzii^ .^^VTaX D. a. [Wi 
lliams D. A.. et a 1 . > ^'f f"^- (N a t u r e) . ^3 5 2^ 
. ^4 38~441M (1991) ) yb^^tfi^o a^:^?£«±^ W^l-- ^ lw®^>fk L 

TAX D. A. h(Dyfm^ii^^r. mm^m^x^^^vy. m^imm^^'^')^'^^^ 

[0 0 3 81 

^ibic^-f ^n^i5'-^y<7579i^^ > b LTJi, C-2 7 4 (iByiJ^<OiB^J#-^ 8 T 

^^n-sT^ymsB^J) X H-2 7 1 mnm:<r>w.m^^9x-m^ft^Txymw,^) . 

H-2 9 6 (e5^J^O@B^J1i=-^l 0t?^$tL-5.T5 ymSfi^J) s C H-2 7 1 (K^mo 
Bfi^J#-^l ixm^f^^T^^'mmm) . C h-2 9 6 (IBm<OiB^J#-^l 2■e^$^^ 

T 5 y mmi) . * {4 c - c s 1 (Eyij^oi2^j#-f - i3-e^$*L*T5y' mm^i) 

[0 0 3 91 
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_hieoCH-271, CH- 2 9 6. C- 2 7 4, C - C S KD^y v ^ ^ > h iiV L 

-CSl, H- 2 9 6, Cli-2 9 6ityLA.-4iZj^^i-^mn^mi-&mJ&m^V^ 
^ y^^-f^^V^-Zf^VC^j^o ^hiZ. H-271, H- 2 9 6, CH-271i3J: 
tfC H- 2 9 6 {±^^"? V V^-a- K>« ^ > ^r^l" '^^^ ^*'^*-2>o 
[0 0 4 01 

So ^-f T^n^^^VO^^N-'; ^^S'&K^ 'f >{i3oo I I laiE^J ( I I I - 1 2. I 

11-13 . 1 1 1 - 1 4) tcj:o-citjiS£$tfrv>^o -SfriBi I ia@e^J«^^ ^<^-^ 

t:65ortg-e$»So 0ax.t?, 7^-7'n^i5'f->0,«^'^gl5ffi {YLA- b^^Mi^. Pr 
o 1 2 3 9~S e r 1 5 1 5) fc-oo I I I MiB^'J ^ v r5^><> h t^^S C 

H V - 8 9 (Bfi^j^oge^j*-^ 1 min) > c h v - 9 o (bbj?i)^<^ 
iB5!l#-^ 1 5 -t?^$ tLS T 5 y mmn) . c h v - 9 2 (iB^j^oia^j#^ 1 e -e^^g 

-17 9 (6e^m<^iB^J#-^ 1 7-e^$*tsT5yg?iB^j) . cHv - 1 8 1 (.mm^<D 

Se^J#-^l 8f^$ttST5 ^KBSyiJ) ^^Ma^^tLSo CHV-8 9> CHV- 9 0. C 
HV-9 2\±^fim 11-13, III-14, III-l 2^^tfii(DX^^. C 
H V- 1 7 9 {± I I I - 1 3 I I I - 1 4 C H V- 1 8 1 I I I - 1 2 t I I I 

- 1 3 Sr-e-tt'?tt-g•^-ev^So 

[0 0 4 1 ] 

tfz. iM<r>^yy^^ > ^ ibtir^ /m=^#SnU7t-7 7^^^ y \ ^^^m\zmM 

-rSii^J^-e^So S^-7 7i^^ > b{±> ma<^M^?fliwiB«'^H- 2 7 5 -C 

y s<^S!ijt:?^fet::mi:-r±iB#7vi/^ > h ir^MoT 5 y ^S:#Sn-rs d i: J: •? mat 

nrtg-efeSo ■'M^tJ, H- 275-Cys (gBm<^SB^J#-^ 1 9 T-^$ T 5 7 mSB 
^J) y'f •^^:^^^'f^><75^/^•'; ^^-^Kj* W >'Sr^b, :d^oCptC®lC-v;^7--Y 

[0 0 4 2] 

[0 0 4 3] _ 

. 75 ym<7)«m^{i, :*:5fcO'-K'J^^f- Kco^tg^&^ilif ^tL#S^Hl*Itr^^'J'^^-^ 

<^mm^{±. if.%<r>^^)^-f'f-Y(0^'=>'^'^ m7L\t. i^TKtt. ^Tfctt. pK^) 

U->v> T7->; 2. 'J ^vn-ri/>, uy{=yy\ 3. T;^/^•9^>'m> iJ^-'l'^' 
5 yw. TTsJ^v^y. 5 > ; 4. -b'j 7.v^~y ; 5. u t;v^-> 

So 

[0 0 4 41 

iffliia'^^tt'; y ^'^^(owmM%^'^<r>m^-x\tmnmi^ ( i i ) i l - 2 R<^%m*w 

tf;J4 (i i i) CD8ltttSIBIiaoJt^|Bl±«i«e. (i v) iifflia^#14'J 
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10 0 4 51 
[0 0 4 6] 

@S^J=^^i-^'^°V^-/-5^Ft?*c>T> iU-*<i:^>miS (i) ~ (i i i) (D^^^-fM^om 
[0 0 4 71 

I'laic^^-f rn^i^^V^^ > h f±^ -^Jx-Jf, ^I^a#i^ll5, 198 

±fBOH-2 7 1 (lE^J#-^9) . H-2 9 6 (BSyiJ#-f- 1 0) . CH-2 7 1 (IB^J* 
-^1 1) , CH- 2 9 6 (|B^J#-^1 2) (D^y^i^J^y }^ tj: hZTiZ^lflh^mm-r 

^ ^ ^ > h ii^m^Wfm 5 , 1 0 2, 9 8 8-f-5g«aSl'fBi4§:^i-^:&tet-J: JJ^S^i:** 
•C§*o C-CS 1 (@e^J#-t 1 3) ^yj;^^ > b{iB2|s:#|^=^3 10 4 17 8 

^mmmizfm^nfz:ffmizx ^%:h:it:A^x^^o ±iacHv-8 9 mm^-^i 4) 

. C H V - 9 0 (@B^j#-t 15) , CHV-179 (SE^J#-t 1 7 ) 7 > 

. B:*:#fl=^2 7 2 9 7 1 2 -f-5^«l*tC|B«$ J: l5#*it7&«-C§-&o i^;, 
CHV-18 1 (SB^JM 1 8 ) •7^i^^> bl±S^<2rllf^9 7/ 1 8 3 1 8■^/^°>^^ 
y Mc|Bm$^^>::^T*t-^li-^^t'5»^'i^'&*"^^'^o CHV-9 2 (IB^J*-^ 1 6 ) 7 7 

B^m¥f'm2 7 2 9 7 1 2-^W«B#i3J:t;fBB^^P8^9 7/1 8 3 1 S-^^^y 

[0 0 4 81 

{i. T 3 0 5 - 8 5 6 6 B2t:S^MI!irO<{ir7|TmiTi 1^*1**^6 ®35:tri&&A 
fflv^TiStdtl-'S. *^v^{±#^^!fel04^#-t*-/7;^5 K*^»Io:^felwJ: JJ^^-r^- 
PERM BP-2264 (K- 2 7 1 ^ ^ - Vir ^ ^9 ^ V ^^^ir ^i^mM) . 
PERM BP-2800 (C H- 2 9 6 =Sr ^ - Ki"?, 7"^ 5 KSr-fS^-f-S^'cM^) . 
PERM BP-2 7 9 9 (C H- 2 7 1 * n - Kl"* ;^ 5 K?r^i^-r'S;feM) , 
PERM BP- 7 4 2 0 (H - 2 9 6 3 - K"! :^ 5 K^r'tS^^ti- > 
PERM BP-1915 (C-274Sr=i-K-rS:7'7;^^ KSriS^f -2):^^^) . 
PERM BP- 5 7 2 3 (C - C S 1 * 3 - K-f* T'y;'^ ? K€r«^-r a:fclirm) ^ 
PERM P-12 182 (CHV- 8 9 K-r-ST'^y^^ K«ri!S>r-t*:^mm) > 

PERM P-12 183 (CHV- 1 7 9 Kt-*7'7;^5 K*<*^i-<S:*:M®) 

[0 0 4 9] 

^"b, 2^|&Wlci3V>-Ct±. A^. fl5l»?mv^W#l,5, ^^tS<^m^*^^> itfiSt-Ji^-rr 

tBfE4f 2004-3085985 
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My ^ yo^^^yyy^^^^-^ 'i-'^^^^^^'^^i- #{::Pl5e{i*^***> *fiiSlri4l~ 
2 0 0 kD> J: «9»iSi-l45~ 1 9 0 kD. § ib 1 0 ~ 1 8 0 k D-C^&o 

[0 0 5 0] 

(2) :^^m(Dmmm»i^v y^m<D^^ijm 

[0 0 5 1 1 

ab-So t/c> :$:%0^ic:*3v>-cM^Wi4'; >'/<^<^^itt{i, >/^• 
[0 0 5 21 

stttr^-r*, vy^^^^m-fb^^-ffliia (laksbjjs) . mimm'^'^mi^ (c 

TL) , W^'mM')^^'^^ (TIL) . NKfflBa^:*'^tf<btL^o 
[0 0 5 3] 

^•t-SmiEifflflafc t-ri±, PBMC. NKM> ^-f-^M. itJfiL^IB 
[0 0 5 4] 

>^§tm<omikmm^V y^'^^<om^1omt, y^yu^^^y^ ^(Dy^cr:^yY^tz 

[0 0 5 51 

tt JflL?t is J: 0^«<^:® «fe 1+ <^ ^-g-^aS «r0~5%*«fci-*ii:*«l#«fcfc"t^oiliLft 
^i.tFmt<n>^^^^i^^^^'^mi. MIC (40 -4%, !^ic«figtc}4o~3%ti-s- 

tfJiE# 200. 4 - 3085985 
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y^^'j : 10/ 



[0 0 5 6] 
10 0 5 71 

L-C{±> ^liZmMii^^^-A^^ eel l/ml~lX10« ce 

1 1 s /m I . *fitlc{i 1 c e 1 1 /m 1-5X10^ eel 1 s /m 1 , ^hi'ltf-MK 
{Jleel 1/m 1-2X10^ eel Is /ml ^m^^i^^^o 

, 5%C02 ^<0^#-e^#i-*i^:**"^^*o t^c, ia^5:B#KKPS-cm^^?^^if 
[0 0 5 81 

x.{f. ^MiztiO. 0 1-1X1 0^ U/mK J: 0 . 1-1X10* U/m 
l-^ab^o 
[0 0 5 9], 

#lCPl^t±*V^;&«, -pOX-Jf. ->^-^^ 79;^=!, ^^M^^ffi. ^nM^UT^'^' 

-^«r«ffl1-'5)'^ t^'-C'i^&o 'Sis. LT{±^ TfB^M*^ 3 4 ~ 3 8 i t>*4 5 

-5 2 ir|Bm<^i:ist3. ifflfla^^fflCOa ^^Sri£ffli--& ^ i:5&«-e§ *o i 

[0 0 6 01 

x.itO. 0 1-1 0 0;« g/m 1 WiS-e*-&o iiLCD3ifimiV>^m±(Dly^zri^- 

^imw^^ti,'^^i>o mmm»<DiSi&^<^^Bni. mmiD^^if^nhfifumi^m. 

[0 0 6 1 1 

ai|E# 2004-3085985 



#M 2004-222441 



^-v?: 11/ 



[0 0 6 21 , ^ 

[ 0 0 6 3 1 

$ e. mm^^^ 0 2 / 1 4 4 8 1 -f-^^'^ 7 V h tnam? tt/^, w>#MW*«Baa 

ir>*-e•^^f>oJe;6-^b^^?¥i TIB (A) ~ (D) ^hMHi^f^^ 

(A) CD4 AiZf^^m^^^-t^'^M 

(B) CD 4 4 V Vib^CDA AKm^ir^tt\ZJ:i)^^hMi^i^i-}^i:mm\^W 



mi3CD 4 4 Km^m^^mt^^nt LXit. mx.iiC D 4 4 U >- 
l±gi;C D 4 4 $ tv^ o C D 4 4 > K**C D 4 4 l^lg^i"^ d 1 1' J: 2 

55s^ifibtL-2.o ^hiz^ ^^m^i>'m^m'j-u't^^-izm^-r&^ti,zxy)m-thfii> 

^:i5, ±mff)^mmmiiM^m-(^. f>L<{i2liJJt±iS'^Lrfflv^a^:,i:**t?^*o 
iiB^f'^v>-C^|B^^^^«O^^Ti:t±, mMtt'; ^^ttTtti*^ 

tL{f#tcPS5^^S^)<0-C-{±^:V^;J^ -Pllxtf. »tL<{iO. 001-10000// g/m 
U i b< tib. 0 1 - 1 0 0 0,/g/inK § "b icitft L < 14 0 . 1 - 1 0 0 

g/mi-e*;5o :L<Di:^^zi^m^i-^m\^x^:^^^^m.mm^ 

(0 0 6 61 
(0 0 6 7 1 

ffiiE# 2004-3085985 
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^^'j: 12/ 



J: die. mti'Xft^^i&mi\zMLX^^»<D-^Aimmti-^<^^^^'^^^-^^> w 
[0 0 6 81 

^£{ir. y ^ ^><Dy 9 V J< y V (Dm^itit. SI^<Zr^^9 7/ l 8 3 l 8^ 

^N°> 7 V^;/ J5:(bt;^tcSI^&iB^0 0 / 0 9 1 6 8 "7 1- 7 V K^m.<^yjmfiZ ^ »? 

[0 0 6 9] 

[0 0 7 0] 

(0 0 7 21 

(Dyyy^yvtfzkt^fih<Dm^^m<r>w^^y^^^^> fmiii^xf^±^^<^'p-^£< ^ 

i>v^-rtt:&MO!^iff'5:o^fe<^tClk'<TCD8'v-*-S:;r-t-<6 (CD8IS14) SBlfeO^ 

icf'S. 2. CD8lltt^Iia{4«Dflai4^^SSS«-e*i9s -f ;v;^^fi«*fflfl&^<^*tr 
SrSti^J: <«fl^1-*::fc**-e§*. 3. C D 8 l^ttM^Srlf^^-^fi, tJ65fe{±-7ijr^v y > 
e-X^>'n— 9-^ h ^-^--CCD 8I^MJ&^ii«mLTv>7t7&^ *^^o:;^^-C{±it 
#L'5:7&^^CD8l^tt«S:J^>'V ^c:i:7i«-r«^4. 4. C D 8 l^tt^BflaJt^&^^- 
v^ifc^S^P). CTLS:glS-rSKIomig«8ii&i:fr(Z)«ffllC®LTV»^. 5. CD8llrte 

[0 0 7 3] 

o 

[0 0 7 4] 

tb|iE#2 0 0 4 -3 0 8 5 9 8 5 
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^-'j: 13/ 



izHim. *lCD 3t;t#$am4:^x.^ii:(cj; tjJiJii^-^, ld::*:^«-t 

^C:i:;5*T*^*o ^:OiSfflia^#tt'; v^-?^*^*!^. ^^mm^ii. #tcpi5^{i^<, 

[0 0 7 5] 

tL-5^#S:S«i-;6it*«-ciSo Mx-Jf^ 3 7t:, 5%C02 ^<^^#-c^«1-*ii: 

10 0 7 6] 

It ^ niLvt ;r t>'jiD.«t 60 j^jK^s* 0 ~ 5 % * ^ife + t?^fla^#'t± >; > / f ^ «r -e tt-r 

[0 0 7 71 

■e§ ^<0^^. v^N-^^^m^^tt'; >/^•£mM^±ta;#:t 5' f 

in.m.^-f^h'-MRC^^^imm^'t. ^L-C~Mi^mmm<0^^iFACS (fluore 
scence-activated cell sorting) ^ ^ t K X ^0 mmmW^^') > ^"^^(^fMmm^iS 

14 * IFffi-t * i i: § * o 
[0 0 7 8] 

it^-n^Ltimmx^io m'^f^'&mmi^^fz»biziiizm:<Dv 

■ffc*?^, i^mz^mLx\^>^^ummu^<omm (cm^ ) ] tc^fi-^aojjag 

{±1X10^ ce 1 1 s/cm^ JJl±, «ztJg{± 1X10^ eel I s /m 1 m±0]§S 

<r-)v<Dmm^^M^^^i^m-t:h. ^) L < ^mmi§mm^u<^^iM^\.x^m.^i^t: 

[0 0 7 9] 

taSE#2 004-3085985 
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y<-i; : 14/ 



AKmi:'5:^#-2.mi:«=^«L, ^ft&.mil L - 2 imim-t^<7)^-^'L AKm 
;5^Ki5V^T, 3f:|&9?{±^tt-*ffl-C$>So ions. '|^ffii-*3js:||5?o;r«ifife^^ 

[0 0 8 0] 

. ^m^t^m^^^^-^. TIB (a) ^x-w (b) ib>ibMm.^ti^^i''timt:-tmmM^^ 

el l/cm^-SXlO^ eel Is/cm^. J: JjS^jSirii 1 0 c e 1 1 s/cm^ 
~ 1 X 1 0^ c e 1 1 s/cm^ ; iRFir$fjaicli 1 X 1 O^cells/cm^-SXl 

0 eel 1 s /c Xib^o 

( b) :^ife'4'<^»c0S-S5&^ MlCii Icel l/ml-SXlO^ eel Is /ml 
. J: ^UMiZii 1 0 c e 1 Is /m l~lX10^cells /m 1 , Jif t^jf jSt^ti 1 X 

1 0^ c e 1 1 s/m 1 ~ 5 X 1 0 '» c e I 1 s /m 1 "C^So 

10 0 8 1] 
10 0 8 2] 

ii:^<7)ig#^#«-iSlt;S :^Sfl£4'(^«Bfl&<^^JS^^2 X 1 0 5 eel 1 s /m I 

-1X10^ eel Is /m 1 > ltfiStc{4 2 X 1 0 ^ c e 1 I s /m 1-5X10^ c e 
1 1 s/m 1 . $ ^4C$fitic:{±2 X 1 0 ^ eel I sXm 1-2X10^ eel 1 s/m 

1 ) 4 L < t±ii5«f« (f?!ix.{^. mf^^mmmmz^n^^mmmt<Ditm^i x i o ^ c 

el Is/cm^-lXlO* eel ls/em''> IXlO^cells/c 
m'* - 5X10^ eel ls/cm2, ^hizH^Mizit 1X10^ eel Is/cm^ - 
2X10' eel Is/cmM iz^^LtzWk^^z^^^X ii . :^§tm<0-)fmii^^^tit 

^;Sc0IS5eB#^;:&v^•r:^#^et*<^^^O^gJg35^ 2X10^ eel Is /m 1-1X10 
8 c e 1 1 s/m K ^) L < {±mJgSSffl#*tt^*3tt*:^#M« t <^^^*n X 1 0 ^ c 
e 1 1 s/em^ ~ 1 X 1 0« eel 1 s/cm^ i: v> 9lSm;SXJilS?ffS'fc^#t'S^5£ 

t?^«l1--5XMm, :^Ml*3£«l1-*XSii:^. ^) L < J4^)E^«ffl^*|-*^^-r ^X^ 

miEi^ 2004-3085985 
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^^z^ : 15/ 



[0 0 8 31 

<£-mt^j:^. 'tfHzW<>Xizm.m^J:^^^^~^^^<<^^^^-^'^^^^'' ^^^^^ 
[0 0 8 4] 

[0 0 8 51 

[0 0 8 6] 

■CgSt^-rtutJJ; <. 1X10^~'' eel Is/m I W^-efe-So 

[0 0 8 7] 

[0 0 8 81 

Srtl^$-*.'&^ i3^Sii-*^:t**T-§^ [^x.Jf, ^^K-^P^' M. A. "b (B 

e n d n a r e k M. A., et al.)> J. I mm u n o 1 . > ^ 1 4 7 
% ^12-^^^4 047~4053K ( 1 9 9 1 ) Sr#P.S3 o t Jt, fcti^JlTKtfe^r^ 
•ri>mm''^U^^M (process) •r*t6tJ«:*Lt:v^a;^'g-lcfi, Si^mt*^ 

[0 0 8 9] 
[0 0 9 0] 

■rh-ttt>\z\t. niL\iyiWi^<0'ScMm.mMtit\t'r^ h^^r (mi t omy c i n) 
^O^^J j: ^ ^dka * fi^ X. J; v^o 
[0 0 9 1] 

ttiBE# 2004-3085985 
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^-i? : 16/ 



aBflat'3:>)#^^flai LTt±. ^!f^c|aJg$^^&'^><^-c{±^^<. '^;ifsr5^^jfiL#m (pb 

[0 0 9 2] 

{±. ^^(D^n- m^i^. «X^. Vol. 14^ No. 2.p223~227. (1 
9 9 5^) : mm.i^m. l (6)^ pl92~195^ (1991 ;THE L 
AN GET. Vol. 356. p802-807, (2000) ;Current Pr 
otocols in 1 mm unology, supplement 17, UN 

IT 7. nmm) irtjfexffiv^o :^^^#i'{±#i^i5S5et±^< . mnfom^^w^^ii^ 
^iii>0kWS:mmir^^t:^^x-^. m^ii. 3 7t;> 5%co2 ^o^#Tt?^#-rai 

[0 0 9 3] 

>Yti-zit^fLCb(Dm^!^<o^^Tiz-mm-r^zt\zi:y). CTL. t I licov^t^j;^ 

[0 0 9 4] 
[0 0 9 5] 

^T^nm^t LT#^L, 5&-o%%4't'*»t'2>Jliir»2lU'JfiLlBIOift«:d«0~ 5%5fe«-^*^ 

tzt^ii. '^^(Dmm^^^^^^^^^^^^^^^ ^>'^N°i^®s -9-^ (MIC 
i±iL-2) . BifM<^-5-<^'f&<^^^t5i*^^'5>o ^j:^. mmi^mi. :^^m(o^^m». 

ttzit^fih<Dm^miim^it^fifzmm^mmmi^^^^-t^^i&. y^ztu^ir-f-y 

[0 0 9 61 

-hiscojaaMwttu y'^'^'^<r)^^-jjm^m^^x^hixfz') y ^m'^^^mm^\z\u m 

ttilEilf 2004-3085985 
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^-V : 17/ 



[0 0 9 71 

«Mi-*it*)t?§&o 1-5S:fc*.. *l&M«?«BBa«#1±U >'/'?i^<^®^^t:^^{i> ^^^^^ 
[0 0 9 81 

>; > ^ m t -m^^-r ^ mmm.m m<7)mn-^m^ o -c t±i^ inm^ ^ 

[0 0 9 91 

?&msijt;:feit'i.^i&§5<^y ^^^'^f^-^^^ t&^?tij<^^-^fis ^mi^mmizm-t i>m^w 
ii<z:^<D$^=f-f&^mmz^<^xm±. ^je-c§*o 

[0 1 0 01 

^li«i--5.o *:is. r^*J i:{4, mU^m-XM^OV y^miztil^X^^X^^ ^ ti: 
[0 1 0 11 

3|5:f&?g(D$ffli&^»ttV ^^-'^o^it^?*, ^Kmmm^^') y^^^<Dii:iz^m:^mi:^ 

[0 10 21 
[0 10 31 

miE#2 004-3085985 
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v^^-j: 18/ 



[0 10 4] 

[0 1 0 51 

#X =1: fi^ ^: ^ O icitf ®-e* -5 o 
[0 10 6] 

^ o 

(0 10 71 

A $ tL ffl fla <^ nr «l 1- ;5 jS a V - * - it -fe^ «r ra 1^ S A t T J: V ^ „ 
[0 10 81 

m^Be^J lb =5: -5) -7 V > 4r > i5^iB^J <^ K iH^l^afS^^- Sr lag $ -fr T J: o S A ? tt ;& 

m\Z-ir^ DN A^5&*7 >f -jr*- a ^^O^^SKD^'gjH J: o Xf^^^fltz ^ 0-e*b o T ^> 
iv>o ^ibir. -eoSWl3jSCT?c^OSB?l)l-IE*:d*#A$tL:tiB^JS:3fr-r* 

[0 10 91 

o ii^HJitttigfE^i: UTfi. -Nx.*?. ^^PJiB-ttjt^E^ (mu Itidrug resis 
tance gene) ii'^^Ti^ $ tL& o 
[0 1 1 01 

ttliiE#2 004-3085985 
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-^-y: 19/ 



Pl^ 3^ ii- * <^ * o 
[0 112] 

(1) y 4-yu^i;^i^y'7ir;iyY<r>mm 

Ti > 7>f :/n:T.:5'^>a5^0'7^^*p< >h H-271J±, Escherichia 
coll HB101/pHD101(FERM BP-2264)J:>)> ^m^Wm^ 
, 1 9 8, 4 2 3^?§a»l^lB«0:^&ll i OHmt/io 

\^yy^-:rusfs^^>m^<Dy^^:^>}' H- 2 9 6, CH-271> ch- 
2 9 6 li^tl^fl. Escherichia coli HBl01/pHD102 (F 
ERM BP- 7 4 2 O.Escherichia coli HBlOl/pCHl 
01(FERM BP-2799)> Escherichia coli HBlOl/' 
pCH102(FERM BP-2800) «rfflv>, CtL* Ji|a<OMIffl$JC|B«co:&ffit? 

nyy y( yu^^ -f- VfiJ^co yyy;<yh C-274 {±, Escherichia 
coli JM109/pTF7221 (FERM BP-1915) ^rfflv^. 

sj|#i^^5, 10 2, 9 s s^mm^i'un<o-;)fm-c-^m\^. m^mmx^mmLfzo 

\^ Yy ^ yu^^^yj^^cny^i^y^ y }• C-CSlti. Escherichia 
coli HB 1 0 1/pCS 2 5 (FERM B P - 5 7 2 3 ) *fflv>, 03|5:#f^ 3 1 

\ivy^-yn^-^^ym^ff)y^i^^yv chv-8 9, chv-i7 9(±. -en-r 

tLE s c h e r i c h i a coli H B 1 0 1 /p C H V 8 9 (F E RM P-12 
182). Escherichia coli HB 101 /pCHV179 (FERM 
P - 1 2 1 8 3) ?rfflv^ B^#I1=2 7 2 9 7 1 2-^WaB#lcfa®0:&&-e:^^L. U 

f^ t >7^rn^^^>fi5fe<0-79^^;»{>h CHV- 9 0{±H:^=:#i^=2 7 2 9 7 

KpCHV9 0^«^b/^dx.. ^r^^^^ KSr^^i-^?^^^m#«:^^L. 
I) CHV- 9 0 ^UtiL/^o 
t hT-f :/a^^^^>fi5^0 7 7i^^ >- h CHV - 1 8 1 {i, mn<^mn9 7/1 S 
3 1 8^^<yyi-y YKmm<7>Um-e. CHV- l S l ^r^^- Vt^DNA^:^^-r^y 
K (pCHV 1 8 1) R7^9X5 K*^A$tLfc:fe!^m (E s c h 

erichia coli HB 1 0 1 /p CHV 1 8 1 ) ^it^U Ji 

iBocHv - 1 7 9 tmm<r>ifm'(^m^\^i^o 

[0 113] 

(2) CHV- 9 2ommi 

±lBO>KU^7'^ KCHV- 1 8 1 ^^m-^^^t:^'^'^^^^ 1^' pCHV 18 11' 

ov^r CHV- 1 8 1*3- Ki-;6^i^f <oi 1 1 -1 smm^^- v-t^nm^x^ 

L^7'^X5 KCHV9 2=Sr«|gL/Co X^^^-^tiH^lsc^ll^ 2 7 2 9 7 1 2^?gffl#J^IB 
m<^. KpCHVl 7 9;d»<c>OlI I - 1 4 mi^O^^lfef^l::^ t^Tff o 

±|fi<^7'7^^ Kp CHV 9 2-C-f^®|K^^tT'/w;^lli«HB 1 0 1 (E s c h e r i c 
h i a coli HBl 0 l/pCHV9 2) *^^U mmm^ ^ K B:^mffm 2 7 
2 9 7 1 2-^5gii«#«BmoCHV-8 9'}«V'^^^KO#f!i:&i*t^t^i:r«S!l^'f^*^f 

Jits C H V - 9 2 S:#/v:o 

tiiiE«l# 2004-3085985 
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/^-y : 20/ 



10 1141 

(3) H- 2 7 5 -C y s 
sJ^U^y^ KH- 2 7 5-Cy s 4:l&^$-*S^*<^-:?'9;^ 5 KJ±JJlTl'^i-^t^l-'CE 
oTmigL/;:o Escherichia coli H B 1 0 1 / p C H 1 0 2 (F E R 
M BP-2800) J;i3>^9X?KpCH102 ^rllSiL/^o iO-/^;^? K=£:»ffli: 
L, S£?iJ^OBB5^J#-i- 2 0 1 2 S t i£^J^<^K^J#-^ 2 1 

jg-^K^'f ^^^a- K1-'2>I?J0. 8 k b<^DNA»fK-=£-#/::o #^tt/:rDNA®fit«rN c 
0 I. BamHI ( i: * ^^^-Y ^ttiS) -cm^tLfzU. N c o I B a mH I -CM 

'fbL/cpTV 1 1 8N (^3&9>'N*-f :^-tfcm) fc^-f ^--> a ^'i'^) <^ ^ I' <t >J ^ 'T'^X? 
KpRHl «rfll^L^o 
[0 1151 

K^:^ ^'-p I N I I I - omp Ai C^^-^'l' J^":^ J- ^ (Ghraye 
b J., et al.)>EMBO J . . ^3^. Ill O-f", ^2 4 3 7~ 2 4 4 
2H (1 9 8 4) ] =^B amH I i: H i n c I I {^■^^^U^^^m tX-m^t\^. V 
•fuf-4y-^~^^~:^-^^'^^tf^0. 9 k b(ODNA»f>i-«:Il]JiXt/co itL^rB a 
mHIfcHi ncl I -eM'fbLfz±ia(^-/v>^ 5 KpRHl i:tS'^Lt:7'rr-'>3>Sr 
tTV\ 1 a cT'n.t-^-, ^/N-y :^i^^K^^>=^=i- K-T-S DNAif>T-i5 J: jy^'j 
□ ^'^y^_5^_^_:j:>lOj(|lc:-^tf7'7;^^ KpRH l-T^#^Co 

[0 1161 _ 

doy^^^^ Kp RH 1 -T^ri^Si: U @ByiMOBB^J#-t 2 2 {cm^B5^J'Sr7K-t-^7 

T-c y s - A i: ie?im<ose^j#-^ 2 3 tii^SBa^jSr^-i-^^'f -^-c y s -S t^ffl 

V^/^PCR-g:jB<^m, [alJDLL/ciiitiSDNAgfit^No t I (^^ * -CtmbL 
, Sit,tc^DNA»f>t«r-fe>l'7 9>f->'-'>3>'$-*fs:o C ^ LT#t>ttfc^^^DN A4r S 
pelfcScal {^ijy^^^^^tm) t-ermbLT#ibtu^ 2 . 3 k b <OD N AifM" i: 
7-7X5 KpRHl-T^Sp e I i: S c a I i:-eM<liL-C#?> 
k>&2. 5 kb<^DNAKfn-i:=^rI'a-bT7^y-'>3>t'ffv>. 7-7:^5 KpRH-C 
y s*#fco ^7^7:^5 Kt:{±. 1tlBOH-2 7 1 WN5fc®«H::Me t -A 1 a -A I a 
-S e r04T5yi?>5Wn$tt, $ C^lcSSicC y s Win$ tL^c>KU '^'/•f- KH- 
2 7 5 - C y s - K$ tLTV^^o 
[01171 

sJ^V^^^ KH-275-Cys {±jy.T<^:^?*i: i fJPSL^io ±iB<^:/7;^ 5 Kp R 
H-Cy s-e5^®^SI$tt7t:feM^HB 1 0 1 (E s c h e r i c h i a coli H 
B 1 0 1/p RH-C y s) =^ 1 2 0 m L B^«bf , 3 7 t:*? 1 lift^Slb^o 
J: l)iaJ|Xb^®'*Sr4 Om 1 (5 OmM Tris-HCl, 1 mM E 

DTA. 1 5 OmM NaCl> 1 mM DTT. 1 mM PMSF^ pH7. 5) ^^.m. 

?j8[(5 0mM Tris-HCKpH7. 5 ) •t?¥«'fb?*t^''^'f ^ 7 y V > 

0~1M NaC 1 jtJt<J3Ba^^oJiimfflm«S8t-e^ffi*lT<>^>:o ^ffi^*SDS->^°U 
T^";;i^r5 Ky;vm^i3cSll-C^^L. H-2 7 5-Cy sO:9^Slcffi^-t-S®^?-=£r^ 
i6Ti»SlIH- 2 7 5-C y s«B'?.S:f#^o 

[0 1181 . . ^ 

^M^aj 1 ffijfiLft^ttl*ffiv»/cLAKiafla (L ymp hokine-activated 
killer cells) i^m^h^^^^^ ^^-^^^^^^^ 

(1) v^uco^m.^ i^xf^-^ ^ 

tSStPBS (-) ■C-2f^^&5EI^L, F i c o 1 1 -p a q u e (7 r JU-^i^TttiS) -fct-S 
®Lt5 0 0 Xg-x?2 0:^•K^t'C^^?it^>:o I'MliOJ^^iJfiimMfla (PBMC) *t:^ 
y b-CHJlX. tJfeM^L^o ^fl)lbfcPBMCt±9 0% FBS(Bio Whit take 

tbBE# 2004-3085985 
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^-z?: 21/ 



r^m) /10%DMSO (SIGMAttiJ) ^-h-^^^^^mzMML. W^^*'-"^ 

g/m 1 DNa s e (C a 1 b i 0 c h e mtfcSl) Ir-g-trRPMI 1 6 4 Oi§m (B i 
o Wh i t t a k e r^±m) TtSfe^^. h ';/-«>y;v-Sfefei*»ct:^«BB&m«:»fflL'^ 

[0 119] 

( 2 ) h c D 3 ui^^ x-cpFii7yi^^>y m&it 

F a 1 c o nnm) iZifLM. h CD 3*L# (^>^yW>m±M) immms fz g/m 1 ) * 
•i-trPBS=Srlm 1 ( 2 4 ;^7" V- h O^-^) tfzit2m\ (12. 5cm2 7v;^3«7) 

(FNfr) ^I^^S 1 0 // g/m 1 ( 2 4 ^^yv- h <^^'&) * 
/::tt2 5 ;« g/m 1 (12. 5 c "77:^=30*^) J: -9 t::^*nL«:o **Jl5i: L 

FNf r«:T^inL^v^a^^>|£aL5^Co 

B S-e2|aI. XV I VO 2 O^ft (Bio whittake rtt®) "C 1 Sifeif- 

[0 12 01 

(3) LAKifflll&OSI^*5J:a^:^« 

l%Huma n ABiflL?t*#trXV I V02 0 (iJlT 1 % X V I V 0.2 0 i: Pl&-t) Kl 
X 1 0^ c e 1 1 s/m 1 tJSr^idlC^i&^l- (D T-pmL/c P BMC 
«^1- (2) -ClBSaLyifitfc >CD3^#@3e'fb-:?'V- ^CD3^# 
HXXfFNf r S^'fbT'W- h HI m 1 /'■i? x ;V-ro ^ § , j^mjS 1 0 0 0 U/m 1 

^ct"5tciL-2 i^mmnmnm) ^mmLfzo ^itLib*^^^- h*5%co2 4^3 7 

■Cf^^tyi (^ilO BB) o *&«gg^m2 Hg> 3 BBt-l±l 0 0 OU/ml<^I L- 
2 «r-^tf 1 %XV IV020*lml x;l/-f o^jjp Lt^o :^^§a^t^4 B gt-fiM 

1 %xv I VO 2 0 i m^^r^wihtzi^mwLi^ i>mMihLx\^^^j:\^>mi.^^y7 'izm' 

L. #?-#S5 0 OU/m 1 i:^:<&J:9 I L - 2 «r^SD Lfco :^««r^^L. 2-3 Bfet^ 
^«PI*&5Bgi:ra«ll'®±l%XVI V0 2 0 «rfflV^-C^«iL*^ifeJK3 0 0-5 0 OU 
/-m 1 J:^ I L-2^mi}aLtzo ^gP^$&m 1 1 BBty'cJil 5 B B h V ^^°>7' 

m L/co 1 'iZTKi'o 

[0 12 11 

[^11 



sbmms. (%) 










1 1 BPb^ 


(FN f r^HJfe^t) 


X 2 5 2 




1 1 era 


CH~ 2 9 6 


X 6 7 0 




1 1 ara 


H- 2 9 6 


X 6 1 5. 6 




1 5 era 
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5«XVIVQ20 , 


JetiS (FNf r^mmt) 


30 


5 7. 


0 


5 6. 


6 


5%XyiV020 


CH-2 9 6 


30 


7 8. 


1 


5 9. 


1. 


0%AIMV 


(FNf r|^@:^^k) 


30 


2 5. 


2 


2 3. 


4 


0%AIMV 


CH- 2 9 6 


3 0 


3 6. 


8 


2 8. 


1 


5%AIMV 


(FNf r^H^^k) 


3 0 


5 5. 


3 


4 9. 


8 




CH— 2 96 


3 0 


7 7. 


2 


5 3. 


6 


sum 


ii^m (FNf r*@^^t) 


1 0 


3 5. 


1 


5 0. 


5 


5%AIMV 


CH-2 9 6 


10 


7 1 . 


6 


.5 1. 


8 


5%AIMV 


H-2 9 6 


1 0 


7 3. 


9 


5 7. 


8 


5%XVIV010 


(FNf T^m^i\^) 


1 0 


7 2. 


6 


5 1 . 


1 


5«XVIV010 


CH-2 9 6 


1 0 


8 4. 


6 


5 7. 


4 


59KV.IV010 


H-2 9 6 


1 0 


8 9. 


3 


6 9. 


5 



[0 2 0 9] 
[0 2 10] 

mMm2 6 ^fSsLm^m (aim-v) i:m\^^fzLAKmsk^m^i^:isii^i>^:k^^^<^ 

(i^^MLmimzx&iii±mm -i 
( 1 ) LA Kmm.<ommis i i^mm 

mmm2- (d tmmo:ifmxLAKmm^Mm--mmLfzo ^(ommmir^b^m^ 

l%Huma n ABi£at»*-g-tf^JfeA IM- VlCfeML/Co f^^i^2 6 fw7p:1-o 
[0 2 111 
[^2 61 



*2 6 







i#^BB*60Q 










m 




1«AIM-V 


(FNf r#^@fe{b) 


^CD3 




X4 6 1 




FNf ximmY. 


tftCDS 


ttCD3 


X 1 3 0 


19SAIM-V 


CH-2 9 6 


CD3^CH-296 


ttCD3-K:H-296 


X 2 4 1 9 



[0 2 12] 

^2 eic^^tLSi^Jc, iSiSfietOM (1%) *'^^:^AIM-V:^^lll«rfflv^T<OL 
A K»f|^B#|3^*3 J; Of 0 ii L# 7 -f y n -f- > 7 V ^ > h i3 J; l>mc D 
3 t aje-ffc L fc^^^^t t^gffi L *3 v» T t±. Jt$!J L -C L A K «Bfl&<^ 

ttl|iE#2 004-3085985 



#Ii 2004-222441 



^-'J : 39/ 



[0 2 131 

«M2 7 ©HiLfff^ife (AIM-V) «:fflV^/cLAKaiia^^mi^:^tt-2)*£:^^^^0 

(1) S:i::hCD3jK'»;:feJ;!yfFN77^^>h@5g>fb 

F a 1 c o nam) l-^t hCD 3^'($: (*»-jgJ^5 g/m I ) Sr-g-tr P B S *1. 9m 1 

(1 2:^-:fu~ y<Dm^) tfzii2mi (12. 5 cm^ yvy^^-<Dm^) -f^mMLfz 

h (FNf r) ^mmi&l 0 /ii gXml ( 1 2 :r:-:^ U - h (O^^) t /c{± 2 5 g/m 1 
(12. 5 cm^ yy:^=t(Dm^) izmMl^tZo MMtLX, FNfr«:^llP 

B s r- 2 0. A I M- v^*-e 1 mm^i^^^WiKmi^tzo 

[0 2 1 41 

(2) LAKm^<Dm^^xvmm 

1%AIM-Vt-5X1 O^c e 1 1 s/ml «rS J: ^ 1 - (1) t?PS!lL 

/cPBMc*Mm, ^ifeM2 7- (1) x-mmLtz^i^hCDs^i^mMityi^-y. 

tfzit^i^ hCD 3^#*3it;^FN f r ajg-fk^^v- h 1 m I Z":? :i.;w-roi ^it 
jgl 0 0 0 U/m lfc!&2)J:-9i::iL-2 «r^ljnL7to cm'bc^:/'^- h «- 5 %C0 2 4« 
3 TVX-^mLfz (f^mOBB) o :^«PjB$&f^2. 3BBt:{±l 0 0 OU/ml<DI L- 
2 *-^tf 1 %AI M-VS: 1 m 1 ^ ;v-f o?^iD L/^o ^«IB$&m4 BEitii^mW.^ 
isii>m^i\:LX\^^:0:\^^2 5 cm^mM^myy^=' (Falconttm) tl#L. $ f> 
1%AIM-V 7ml tmiml^. i^Wkms 0 0 U/m 1 fciSrSid I L-2«r^ilpLf^ 
o :^«l3*&7B@tr{±l%AIM-V^fflv>t:mjiffi*2 x 1 0 ^ c e 1 1 s /m U3 
P^L}t^«?i£0— S5«:#^>H5&'fbL-CV^5rV^ffLV^77;^3tC#L. |?-2^S5 0 OU/ 

m 1 t^^x^ I L-2 s-^irabjto ^mmt^9BSiziimmm2 7- (i) fcrafiio:^ 

•^T?pmL7^:tn;fc >CD3fiL#H5e'fk-77>^3. tfziiHu^ h C D 3*n:#:fe iZ/FN f r 
S^-fb^vXH (tztzV. S^-fkt'fflv^J&^t b CD 3tn:^O8tSf±0. Sy^/g/mlfc 
L7t) m%AIM-V2rfflv^-CifflliaMS:2 x 1 0^ c e I 1 s/m 1 izm&Ltz^m 
WL<D-^i:^L. i^jftieS 0 OU/ml t^rSJ:^ I L - 2 Sr^JmL^o it^HJ&l 2H 
gt'l?M:i:i %A I M-V^fflv^-CMjie=£- 2 x l O' c e l l s/m l izm^Lt: 
^#fl£<^-SB«r#^@J^<bLTV>^:v^|lfLv>-77X3lc#L> *S-iijK5 0 0 U/m 1 t^r 

Sid I L-2 sr^iHiL^fco mmmt^i 5BSKhv^^>':rn^-m'&mizx^mmmitt 
ii:±ismt^^^> ^<D^i^±mmmm(r>:^i^Mi0:2 7 izmiro 

10 2 151 



tiifE#2 004-3085985 
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^--j: 40/ 



1^2 7] 



^2 7 








i&^Mi^ 9 0 












mm) 


i«Am-v 


(FNf rl^H^^k) 






X339 2±779 


mm-v 


FN f r#H^it: 


tfcCD3 


ttCD3 


X4 38 9±1 234 


1«AIM-V 


CH-2 9 6 


tfcCD3-K31-296 


*tCD3-K:H-296 


X854 5±1328 



[0 2 16] 

m2 IK^^fL^a^iz^ iSMc^M (1%) *^^fiA IM-VW4:^v^■COL 

fiMi-^^ti-J: '9^ 'B^i;S<^I^lLTS^r^^/f:^W^^£•fflv^7^:iir'&^?^^)le5v>i£:*:i#^|^T?LA 
KM 4: SIS • ^mt^^tib^'^mx;hi>!^ti)mh-i!/^t^otzo 
10 2 17] 

iiifei^2 8 *ftjfii?f^«i (AiM-v) i:m^^tiL AKmrnmrn^^iz^if^ CD smnm 

(1) h K}<imu(r>mm^ ^-cp^m^ 

H u m a n A B JflLWt-g-t * V> A I M- V H^M t/Co 
[0 2 181 

(2) L AKjffliEtw;feit'5CD SIlMia^a-^^Jts^OiBI^ 

10 2 191 
[^2 81 



*2 8 









i#«BSi&9 0 












^m (%) 


0%AIM-V 


*J-Ra (FNf r^B^^t) 






4 3.8 


0%AIM-V 


CH-2 9 6 


^ CD3-K:H-296 




6 4. 4 




CH-2 9 6 


^CD3-h:H-296 


CD3+CH-296 


7 6,6 



[0 2 2 01 

^2 8 ifd.f»*-&J !&V»A IM-Vig*«:fflV>T<OL AKiifflJia^SlO 

V>r f±, :^^4'<^ L A K«f^M^iat::i3lt^ C D 8 I©'l4*iafla'&^^*l^ < IfSi-^ ^ 
t;6*t?i/^o l-'&^b^'fSigJSOJfiLff =^-^^/i^alS^fflV^•CL AKMS:M^■^'2.^^C7'f 
:/D;^^'^>77^^ > hS-^^^-fr-SCtlCi 0, L AKM4'<^CD 8I^14«<^-^ 

o 

[0 2 2 1] 

|li&M29 ®Jlll?tJt«l (AIM-V) S:fflv>y:;LAKiilJia^ffl't»t:is»t4CD SBHtSB 
(1) LAK«eiia<^fl#i5J:a^:^# 

mSE# 2004-3085985 



004-222441 



y^^-j: 41/ 



l%Huma n ABJflLtSSr-g-tf A I M- VlC^MLf^o 
[0 2 2 2] 

( 2 ) LA KMir^sit-s CDS m^mmMm^^itm<^m^ 

[0 2 2 31 
[^2 91 



^2 9 





i :7>f :?^p^^f=->' 




i^Sm^ 9 B 


CD8|®{!^lfa'& 






mm 




(%) 


1%AIM-V 


S*R9 (FNf r^^H^^k) 


ttCD3 




3 9. 2 


1%AIM-V 


*Ha (FNf r$^m&\:) 


• ttCD3 


^CD3 


6 0.0 


1%AIM-V 


CH-296 . 


ttCD3-K:H-296 




4 9.2 


1%AIM-V 


CH-2 9 6 


fetCD3+CH-296 


^CD3^H-296 


7 1. 0 - - 



[0 2 2 4] 

^2 9 t-:^$tL^ X ^ i'. 'g:^ftiKOJlil^t*#^/f A I M- V^flfe*fflv>T«OL AK» 

mzi3v^x\t^ mm^(o L A K iijfla^a tt * c d s i^isiPfla^^t ^ «r ^ < m^-t * c: 

o 

[0 2 2 5 1 

mm^iSO mmn^MXAlM-Y) ^fflV>/v:LAK«Blia^^MlC:fett-2) I L-2 Hr 

(I l-2 R) ^m<omm 

(1) LAKm<^glSi3J:0'^^ 

^i&i^2- (1) tm<7):fj^xL AKmftimm^ ■ -mmLfzo ^(Di^mm-r^^m^ 

Hum a n ABlfll^tSr-^S ^v^A I M-V^flfetri£ML/io 
[0 2 2 6] 

(2) LAKmBK:^n^ I L- 2R^M^<r>mM 

mmms- (2) iL-2.Rmmmitmiik'^y^m^m^Lfzo 
mso iizm-to -A-ii-^m-cii I L - 2 R§^^mm&m^m^ (%) Ri&m^ ( 

%) t^^^-So 

[0 2 2 7] 
[^3 01 



«3 0 









i&^BIi69 0 


I L - 2 RIS^^ 






BMWl 




(%) 


0«AIM-V 


nm (FNf rl^H^ib) 






2 2.0 


0%AIM-V 


^fiS (FNf r^mmt) 




ttCD3 


3 9. 9 


0«AIM-V 


CH-2 9 6 


*tCD3+CH-296 




19. 9 


096AIM-V 


CH-2 9 6 


*rtCD34CH-296 


fetCD3+CH-296 


5 1.9 



[0 2 2 8] 

V^Tti, ^#^OL AKMM±t3i3tt2. I L-2 R Sr lil< ^^"t -2. CI t § 

ir^j:t>-^sSim^'^t^\^^-^mt:m^^XLAKmm^mmi-i>mizy^yu^^^yy 

aiiE#2 004-3085985 
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^-'J : 42/ 



yif^ yh^^^^-^^^tizX^). I L- 2 R^^m^llS< L!&75«'bLAKfflJia«r^# 
[0 2 2 9] 

^ife#II3 1 ISHtLVt^tf! (AIM-V) «r;^v»f-LAK«:^#^lw:felt« I L-2 V-b 
(IL-2R) §im<7)|fS(^0iSb$iJSttwJ:-&i£:*c:^^) 

(1) LAKm^comm^xv^^m 

1 %Huina n ABjlili»*^tfA IM-Vl§m«SL/^o 
[0 2 3 0 J 

(2) L AK^flSlCiStt^ I L- 2 Rl&^^OillJ^ 

mmms- (2) t |Wl;|t<^::IJfet?, I L- 2 RI&miH^M-^^^^rilfl^L/Co ISm?r 

^ 3 1 iz^i-o :i-;6-4.^-ei± I L - 2 Rmmm^mm^m^ (%) s: i l - 2 rusi^ ( 
%) ^^^-r^o 



10 2 3 1] 
















^3 1 














I L- 2 R«3g^ 








(%) 


1 %AIM-V MIS (F N f r 






2 3.6 


1%AIM-V CH-2 9 6 


ttCD3+CH-296 




2 7.2 


1«AIM-V CH-2 9 6 


ta:CD3-K:H-296 


^CD3-K;H-296 


6 9.1 



[0 2 3 2] 

^3 1 ic^^tt* idtc. ig:iftSP<0lflL^»4:-g•^;/^!A IM-V^«j«-fflv>TOLAK«afl& 
^{I:feV^TJi, :^«^OLAK,«M±J-:eit^ I L - 2 R^m^=S:i^ < M^'T'^. ^ t 

[0 2 3 3] 

Mmm32 ^Jfllf»Jt«l (AIM-V) =£rfflWcLAK»iJ|&^ffltf lc*ttSCD8l©ttlffl 

(1) LAKm<7)i|^i5j:t/^# 

1 %Huma n ABJfil?t*#trA IM-Vi&flii^r^ML^Co 
[0 2 3 4] 

(2) L AKmmiz is if ^ CD smmammm^^ itm<^m^ 

[0 2 3 5] 
[^3 21 



«3 2 






CDS mi^^-^^^ (%) 


1%A I M-V 


Mm (FNf r*il5&jk) 


4 1.02 


1%AIM-V 


CH-2 9 6 


5 6.78 



^3 2iz^.^fti>x^K. i&m.m'^^ttAiM-v^i&im\r>x<oLAKmmmmwm 

tt'OL AKi!ffla&'4^i;*5»t'5 CDS mikmtk^^mt^ < HS-tS d fco t-'SJ^*. 

tbK#2 004-3085985 
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^-'J : 43/ 



[0 2 3 7] 

(1) LAKifflaa<ogi#*5j:y^%^ 

(3) t^f±^*fiM2- (1) tmm<r>')3m-^\.A}!imm.^mm'-^m\^fz 

0 >10l^{s6^-f 0%titt± 1 %H uma.n ABJdftSr-^tfXV I VO 1 0. XV 

1 V0 2 0*;t{4AIMV:^«ltcML^^o 

[0 2 3 8] 

(2) *g«L/iL AK,m<^^M#fS140M^ 

llife^J2 5- (2) fc|W|:^C0^lS-e^«mi 5 Ha<OLAK<0^ii&^$fe14«:iMab7t 
o ^*t^3 3 Kt^-To 
[0 2 3 91 
[^3 31 



^3 3 










E/r 






m 
























K562 


Daudi 


0%XVIV010 




|tCD3 




10 


11.88 


10.84 


0%XVIV010 


CH- 2 9 6 


feiCD3-K:H-296 




10 


19. 55 


26. 23 


1%AIM-V 




Si CDS 




10 


16.82 


33.02 




CH-2 9 6 


^CD3-K:H-296 




10 


46. 54 


42.3 


0%XVIV020 


*HS (FNfr^H^ik) 




^CD3 


10 


24.5 


13.3 


095XVIVO20 


CH-2 9 6 


ttCD3-K:H-296 


tfc CD3+CH-296 


10 


30.8 


23.3 


1%XVIV020 


(FNfr^HJfe^k) 


KCD3 


ta:CD3 


10 


18.5 


13.9 


1%XVIV020 


CH-296 


ttCD3-K:H-296 


CD3-K:H-296 


10 


30.8 


28.5 


imivolo . 


(FNfr^@3fe<k) 


ttCD3 


^CD3 


10 


13.8 


8.4 


imivolo 


CH-2 9 6 


itCD34CH-296 


$t CD3-H:H-296 


10 


33.0 


31.8 



[0 2 4 0] 

X (Dh hYimmMMmmtfz\im^ ^xf^i^\iZ^-7 ^ ^> y y ir >v^m^ 

[0 2 4 1 ] 

mmmz A: ©iHLM^flb (xv i vo i o) ^m^^tzi. aylmu^^^^^^^x^^-^^ 

( 1 ) ^ t h C D 3 ^#:*5 J; N -7 7 > b H^-fb 

ii'i^yt.;.^^ (B a X t e JC^li hCD 3tn:# (^it-E£5/z g/m I) Sr-^tj-PB 

S «• 2 Om 1 -fo^inL^o F N 7 9 > h^Mt^fiM^^ 1 t^iBtc<^^7 

^ yn^^'f->79^^^ > b (FNf r) 4:^iiE42. 5 g/m 1 t ^-5 J: d t-^JP 

Hl^lcfirtLtjO^^ff^/S-ibtni^*;- FNf r Sr-^tfPBS=£:^*m. ^^^v/ i5^?: P B S 

tb|iE# 2004-3085985 
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^-y: 44/ 



T-2|a]> l%HumanABJfll7t*-g-tfXVIV0 1 O^ife (>:IT 1 %X V I V O 1 Ot 
[0 2 4 2] 

(2) LAKi|fflflaogl«i5J:t;f^# ^ ^ 

l%XVIVO10i;iX10^cell s/m 1 9 i'^M^i 1 - (1) "Cp 

iliL/cPBMCSrM^^, ^Mf«J3 4- ( 1 ) "epSSi LTt^ii h C D 3 ^^HJe^UmBS^ 

CO 2 if^MM^^'^y 0ml x^^y ^■r<:>mmmmm^xfi. ^itffiiooou/ 

ml i:>S:.2> i^tci L-2=Sr^]&PLfs:o :LfLh<Dmm^mmCO 2 5 
%C0 2 tfs yr-e^^L^ (^SIO Ba) o :^#igs&^2 0gt-f±l O O OU/m 1 O 

I L- 2 ^-^tf 1 %XV I VO 1 0=1:2 Cm I /^■^'^ y ^-f^mMl^fzo ^^Mt^A: B^K 
imm&5 0 OU/ml bt^^X") I L- 2 *)^]tJPL/c„ ^#§S*Sm6 BBt^t±l%XV 

IVO10«r30ml Z^-? i^To^Jjn *?-jtjS5 0 0 U/m 1 i: ^: ^ J: 9 I L - 2 «r 

8 5 c m^#fflC O2 ;?f;^^^§'t4^>*-;' ^I'^L. *l-jii£5 0 0 U/m 1 i:^?* J; 9 

-2^MiinL;to igsm^&i 5 Hatch 'j^N-^rjw-ifefeiSt^-c^aiflai&^n-iai.t. 

[0 2-4 31 

ms 41 











mm) 


i%xv I vol 0 


1 5 0Pa 


^Bg (FNf r^aS^k) 


X 3 4 


i%xv I vol 0 


1 5 


CH-2 9 6 


X 1 0 1 



[0 2 4 41 

4l,zm^i^&^^^^^ f&a* (1%) <osssLm^^A.f^^m (xvi vo i o) fc«B 
^ > b imwkm<^imi^/^fsmiti^ ^ xj^mm^mm c o 2 ^^s-^v^^c l 

[0 2 4 5] 

mmm 5 i^sssLmm^ (xv i vo 1 o) ^myf^fzLAKmm^m^i'^if^i&iz^ 

(1) tnlt: hCD3Ja:#*i:?/FN-79^^> > hS^-fb 

i3 J: I/FN7 9^^^ > b =S:®^'ffct7to 1-**3*>2 5 cm^ «^f|ffi7 9X3 (n-- 

>f (FNf r) ^mmm4 2. S/i g/m l t^r* i^l-l^Sn.LJto MfiSi:L"r. FN 

f r S•^^^J^L^^v^gf^)lS^L;^^o 

ii:fr^c^±^:i^^bO^#^*t*»<bfi!i:#• FNf r Sr^tfPBS «r^*m. #7 7;^=''S:PB 
S-e2|lI, l%Huma n ABjfllf»=^^OX V I VO 1 0^* (OT1%XVIV01 0 

[0 2 4 6] 

(2) LAKmm<7>mm^^-o'^m 

l%XVIVO10l::ixi0*ce 1 1 s/m 1 J: 9 t-^ife^^ 1 - (1) -Cfl 

ffiiEiJ* 2004-3085985 
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^--j: 45/ 



3, tfzii^\^ b CD 3^-1^^ <t?>'FN f r m^ity 9 7. =i 3 m 1 / 7 7 ;^ 3 -^iBia 

mmwL^xii. f^mmi o o ou/m i t^ix>,izi L-2t:m-a\iLt:o ^fth<r>y'7 

;^n«:5%C02 f3 7t:-C^^L7t (^«0 BB) „ ^^§3^^ 1 HaS/c{4 2 BSJC 
(± 1 0 0 0 XS/m 1 CO I L - 2 «:#tf l%XVIVOl Q^T ml /y^^^ •^t'f'omim L 

J^J.TjS;CD3^#±CH 2 9 6$iJgicaiiratCj: IJ 2oO^^-e:^#L7to (i) 
^&m4 HllC^«fe[*^rJC'feHJg>ffcLrv^*V^8 5 cm^ mW^mmtOi •ffT.T&m^^S 
v VitmLti^k. l%XVIVO10«r20nil y^^y i/-f oi^in L^j^JK 5 0 0 U/m 
li:^<5J:dIL-2 *^Sn^ J§«ga$&^ 6 S@tri%XVIVO10^r30ml 

//^y ^-r^mua^. ^mm 500 u/m it'5:sj:diL-2 ^muaLtz mc d 3 
#±CH2 9 emm.mm4 nm) o ( i i ) ^*ia*&4 Bsty;:{±5 aetc^ztjss 0 0 

U/m 1 t^j:;hX^ I L-2 ^^iDL. ^«P?3$&f^6 B @ ^5:11 ^> H^^'fk LT 

«jV^8 5 cm^ «^«fflC0 2 ;?r;^5ijitt/N^->' ^^JC#L;tf^, 1%XV I VO 1 0=Sr5 . 
Om 1 i^-fo^jD, m-m^b 0 0 U/ra lh^^J:-9lL-2 imtWLtz mCD 

3mi^±CH 2 9 emmmm 6 Bm) » W^#fc ^)^«5^$&m8 Bgt::J±^#fi£cO-g|5=S: 

*?-M5 0 OU/ml i:^:SJ:-5 I h-2^mMLfzo ^m^t^l 1. 1 3 BSiz 
lii(^m^5 0 0 U/m Ii:^^J;dIL-2 =^»L/^o :^«rji$& 1 5 B S {' h V^oy 

[0 2 4 7] 
[^3 51 



«3 5 





4%CD3±CH296 










mmmm 








1%XVIV0 1 0 


4 era 


1 5 BW 


(FN£ r^H^^k) 


X 2 3 5 


i%xv I vol 0 


4 


1 5 PW 


CH- 2 9 6 


X4 9 8 


1 %XV I VO 1 0 


6 0W 


1 5 


MRS (FNf r*@;^<t) 


X4 2 5 


i%xv I vol 0 


6 Bffl 


1 5 BBS 


CH-2 96 


X6 90 



[0 2 4 8] 

^3 5iz^^ix:hx^K. j&mm (1%) <r)ikm^^A.-^^^ (xvi voi o) 

Km^mmmm K^y^tyu^i^^yy^^rMyy^ m^itLtim^^mm y^:^^^^ 
mi^fzWK^y^^xit^ Mmmzitm.LXLAKmm<DW:±mmw'^^^o ^<D^t^>h^ 
y^yu^-^^yyyr^ > h iii&Moskm^^^-fzmmim^^r. mm^^myy^ 
3 is j; x/mi&^mm c o 2 ^':^mM^^^ y L A Kmm.mm^^iizumz'm 

ffl $ fL<5 i ?> «r o /Co 
[0 2 4 9] 

mmm3e mskm^^ (.aim- y) im\'^tzLAKmm.i^m^i^Jsifi>w:±^mm 

(1) iiii^hCD3m^:^i^VFiiy9irMyhmM^t 

}ii.r(Dni^xmmir^^m§^u (2 5 cm^ mm^mmyy^^i) izmmmss- (1 
) tmmii^^^ V cDsmn^^xzfFNy^iTjt y h ^m^itLfzo ^mw.mizii;iiih 

<^mm§I^Uii^h^4^ • FN f r *-^trPB S #7 3 ^- P B S "C 2 0. 1 % 

Huma n ABKlL?t«:-t-tfA I M-yJgm (^T 1 % A I M- V iiP^I") -Cl|gJ^^L# 

[0 2 5 01 

(2) LAK«flfla<^fl#*3J: 

ffi|E#2 004-3085985 



mm 200 4-22244 1 



^-v^ : 46/ 



1%A IM-Vici X 1 0 ^ eel 1 s/ml b^:h X o i^MIMM 1 - (D -eHmU 

ttzHm.}^ hCD 3^#i3it>*FN f r ®5e'ffc7 7;^3jc3m 1 / 7 9 ^ 
«[«:X*L. ^^iftlKl 0 0 0 U/m I b^j: Z, X ^ K 1 L- 2 ^mmV/zo Cl ttib «^-7 :7 X n 
*5%C02 '^'S 7X:X'^mLtz (^^0H@) o mmmtlh'ikl BBt't±l O OOU/m 
1 CO I L-2=Sr-^tf 1 %AIM-V* 7 m 1 /'•7 7 ;i-f ^^iP L/co :e*§fl*6^4 HB 
JCtij&^rRSr'(5r*>®^'fbU-CV>^:v>8 5 cm^ iSiffll|&:^^ffl C O 2 ^'i^^iil*^^' ^ ^^tC#L 
7tt^> 1 %A I M-V^ 2 Om 1 y^^y i^-f-omwL. ^jiJ9[5 0 0 U/m 1 J: d 

I L- 2 *^inty::o ^mrnP^e QSKit i %a im-vs:3 0ml x^^^y ^-r-^mML 

> I^^JSS 0 OU/m I t^^X^l L-2immLfZo Jgilgi$&m8 H B 

— aS^M^f^L/cm. '|pr=J>@^<bLTV^^V^8 5 cm^ |ifl&^#fflC0 2 ^^TT^Miitt^'f 
i5*'tC5^L. l^iS;K5 0 OU/m 1 t^^id I L-2S:^inL7to 1 1.13 

BSiZimi^ms 0 OUy^ml t^^Xnl L-2S:^SnU/to 1 5 B B h U 

[0 2 5 1] 
1^3 61 



^3 6 








itiz^mm mm 


1%A I M-V 


1 5 am 


Mm (FNf r *H3&^k) 


X 3 2 7 


i%A r M-V 


1 5 era 


CH-2 9 6 


X 5 6 6 



[0 2 5 2] 

^3 etr^^nsidi:. ©jSSE (1%) <^lftL^t«:#^^:^«l (AIM-V) 4rfflv>-C 
[0 2 5 3] 

^mmi i&jflLtt^M (XV I vo 1 0) *fflv>/iLAKm*EaFj^ici5JtscD8R& 

(1) LAK^I&Ogl^isit;*'^^ 

Ili5&l^3 4- (2) fc|iI^<^):jrfe-eLAKlffl)!&*^^-:^«Lf^o 
[0 2 5 4] 

(2) LAKaBflaicjstt-SCD 8llttjfflIE^BQ-^^Jt^<^ffl!5e 

[0 2 5 5] 
[^3 7] 

^x. 3 7 

(%) 

1%XVI vol 0 1 5 era StR8 (F N f r ^ 45. 7 
l%XVIVO10 15HM CH-2 96 %\. % 

[0 2 5 6] 

^3 7lc^$tL;i,J:dl^> ^mm. (1%) OJfiLrtS:^^^i^^b (XVI VOl 0) fc^ 

mkW^Q.Qi 5{^;^@ia^4/^*•;'^^*fflv^■coLAKm^s^o^^^#7'f 

tb|iE#2 004-3085985 



#IS2 004-2224 4 1 



47/ 



mm(o L A Kmm^ tc* it * c d s m^mm^^m^A < n^i- ^^tiii^-^^fzo ^<oz. 

[0 2 5 7] 

mmmSS ®lflLrt:^«fe (XV I VO l O) «rfflv»/cLAKm*ffl*t^i5tt'5>CD Sl^ 

ti.ifflm^^it^ imfmmm 7 ^ >^ n *3 i r>'«Bjia^iiffi c o 2 *'>^^iH£^< ^ * 

(1) LAKm^ff^mm^j^vi^m 

mMMSS- (2) fc|Bl^<^:&j*-CLAKiffllja=S:f|^.i§^L/Co 
[0 2 5 81 

(2) LAKifflfl|JCi5tt'5CD8|^14aBJfe*ffl-i-^ib^<^i|iJ^ 

_^ife«^4- (2) tmm(D:Mm-ccDsmikmm<r>'^^mimML:/^o m^^mssiz 

[0 2 5 91 
[^3 8] 



^3 8 



skmmm ' mm. 


itCD3±CH296 










mwmm 






(%) 


1 %XV I vo 1 0 




1 5 era 


(FNf v^m&t) 


5 8.1 


1%XVI VOl 0 


4BBa 


1 5 


^pj^ 2 9 6 


7 0.3 


1%XV I VOl 0 


6 sng 


1 SBRa 


*1-Ra (FNf r*H*ft) 


58. 3 


i%xvi vol 0 


6 Qm 


1 55m 


CH-2 9 6 


7 2. 7 



[0 2 6 01 

.^3 8tCS^$n-2> A^JC. -f&M (1%) (OJfa.mi'^A.timm (XVIVOlO) 'S-ffl 

m Lfzmzis\,^xti. nrnmiiZit^ Lx^m^<o l a Kmm^iz^if:bc d s m^ms^^ 

[0 2 6 1] 

3 9 -fSJilTt^ife (AIM-V) ^-^V^jtLA KSHI&J^^^ »C tt 
mi^MLfzo 

^mfMi^^<Dmmi^mt LTO. 5x10^ cell s/m 1 ^XV'l X 1 0 « c e I 
1 s/m 1 ^-^^tTto Jt#4 Hi<^il'ftiiiiaJ3&i^J^^: LT. 0. 25X10^cells 
/ml^feiO^O. 0 5X1 0" c e 1 1 s/ml «:l5S:5gt/Co :^#7. 9*J:0^1 1 BB 
O^-ftffliastS! i: Lr. 0. 2 X 1 0 ^ c e 1 1 s/m l^iti^O. 5X10^ cell 
s/m 1 ^Wi^LtZo Tmm.3 9-1 jc±iB^<^ - >=£r^-to 
[0 2 6 21 
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^^-j: 48/ 



[^3 9-1] 

9-1 



i(^mmithmm£ i&g4BBj^je j^mT . 9. iiggigg 

mmm^<f'->i o. soo o. 025 0. 2 . 

M&lSk&^-^i'—^ 2 0. 500 O. 0 5 0. 2 

^fla^Jg/^iS'— V3 0. 50 0 0. 0 5 0. 5 

SfflHaS^Jg^-^^'— ^4 1. 000 0. 0 2 5 0. 2 

fmm^^y<^—>5 1.000 0.05 0. 2 

aiJ!a«Jg^'^j^-V6 1.0 0 0 0 9^ 

(X 1 0 • c e 1 1 s /mL) 



(0 2 6 3] 

( 1 ) fitb b C D 3 gi:#i3 i t>'F N -7 7 i5^^ > b S^'fk 

mro^i^-e^ffl-r t^Stt h C D 3 ^^i? J:l/FN77i^>:^h?: 

S^-fbUytTo •r'5r*3-^2 4;tM^^-7*V'- M'fitt: bCD3^# (M« 5 g/m I 

^m<7?7-f (CH 2 9 6) i^mBt2 5 fx g/ml t^Z,X^ 

izmMl^tZo MmtVX. CH 2 9 6 ^:»L^;V^S^^)iS^Lfco 

, ^-Jr i/V^STP B S-e2 m, RPMi^Jfe-ei |lli*^L#^SfelCttL^o 
10 2 6 41 

(2) LAKm<7)i|#:feJ;t;f^« 

1 % O h A B MJflLit ^-^tf AI M- V tciffilB&M^'f 2^XV'3 -eig^-f S 

E^ttO 5X1 0« eel 1 s/m 1 h^-Sidi'. - > 4 , 5*3±T>*6 

T-^^-r^E^S-Jil X 1 0« eel 1 s/ml t S J: d i^^Jfei^ 1 - CD -CpmL/c 
PBMC*li?St^, (1) -epmLfcfiuli bCD3^#@^'fl::/^- ^, t /.rtitftli > C 
D3^-»:iJJ:l^CH 2 9 6 H5g<b7'V'- h 1 m 1 /''t7 ^;i/-f o t § , |?-itffi 1 0 0 OU 
/ml ii'Jfc;?, J:-? irl L-2^^JaLfCo CI ttib<^:/l— h «r 5 % C O 2 ^3 7*Ct?^« 
Lfz (^^0 0S) o i^mmP^^^2. 0 0 OU/m 1 L - 2 Sr^tf 1 % 

A I M- V5: 1 m 1 /•> j^/l'-f o^JSinJLyJro 

^Slii*&m4 Hil:imitJK^^'^->l^J^^^4T-^^-r^E^«±. 0. 0 2 5 X 1 0 

« c e 1 1 s/m 1 t^^ct^ tc, tfzmmmm^'i^->2. 3> 5> 6-e^*-r^E^5- 

0. 05X1 0« c e I 1 s/ml i: i d 1 % N A BaJfil^fSr-^tp A I M- 
VtcJ:«35&«lL (mfi«:^6inL) > M'&HJc^bLTV^^rv^ 1 2 . 5 c m2«eSS^«-7 v 
>?.=rlc-?-n-?tL5^L;to ^E^tc*5V»-Ciii^«SE5 0 OU/m I fc^^id I L-2=Sr^Un 

ii§a$Sm7, 9i5J:0^1 1 BBtctti8DJ3a«iaf^-?^'->l, 2, 4 iO^ 5 "e^^i"* 
K^l±, 0 2X 1 0« c e 1 1 s/ml fc^Sj^i^l'. tfcMaiiJ^^^*^->3> 6 "C 
^^•r^E^{i> 0. 5X 1 0« e e 1 1 s/m 1 J: ^ I' 1 %Vi h ABUM^r-^ 

tfAIM-Vici O^IRL (i8tgf::'c6mL) , '(^'fe H3g'fbL-CV»*v^ 1 2 . 5cm='«B 
liaJg#:7 9>^3ir-e-tL-e'*Li^L/Co ^E^^iSV^-Cl^ift^KS 0 OU/ml fc5fc*J:d I L 

1 5°B ate h v^N-'^7';v-*feTit;-c^^^ic*ftiIiJU, :©^IB$&i^o«aiifem 

3 9-2 tr^-fo 
[0 2 6 5] 



miiE# 2 004-3085985 
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[^3 9-2] 



«3 9-2 











JtCD3 


14 2 7 




$tCD3+CH2 9 6 


2 6 4 9 




ttCDS 


3 4 0 1 




ttCD3-l-CH2 9 6 


3 6 9 1 




ia:CD3 


7 4 9 




^CD3+CH2 9 6 


2 5 0 8 




ttCD3 


2 5 6 




Jt:CD3+CH2 9 6 


4 3 6 




tft:CD3 


10 9 1 




tT:CD3+CH296 


117 9 




tn;CD3 


n. t . 




fetCD3+CH2.9 6 


4 7 6 



n. t.inot tested 



[0 2 6 6] 

4: . :^ § S t $ tL/^o 
10 2 6 71 

mmm4 0 mstm^^ (AIMV) ^ffivvT^3IL/cLAK5fflfla*H*iCi3it'5CD8 

(1) LAKiiilBliao^S^feiO^W 
[0 2 6 8] 

(2) LAKmm^^n&cD8mmsij&Mm'^^it^<^m^ 

[0 2 6 9] 



tiiiE#2 004-3085985 
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^--j : 50/ 



[^4 01 



*4 0 ^ 






cD8i^tt*aiia^#^ (%) 






$tCD3 +CH2 9 6 


5 5 

6 3 






ttCD3 

ttCD3H-CH2 9 6 


6 2 

7 3 






tt:CD3 

Jrt:CD3+CH2 9 6 


7 1 
7 5 . 






*iLCD3 

trtCD3+CH2 9 6 


5 6 
7 0 






tft:CD3 

ttCD3 +CH2 9 6 


6 1 

7 0 






ttCD3 

tt;CD3+CH2 9 6 


n. t . 
7 6 





a. t.:not tested 



mm.) i:Jt«itrcH2 9 6^x-c^^cD3^m'ii*)mmLtzmiz^^-xmm^<DLA 

[0 2 7 1] ^ 

^^ife|?y4 1 to^iigSli (AIM-V) *fflv^7tLAKlSaM«^l'^tt2>te::fcJ§«^<^ 

10 2 7 21 
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#K 2004-222441 • 51/ 



[^4 1-1] 



«4 1-1 
















mm 








JNflJiaiSJK (X 1 0** 


c 


e 


0. 


3 3 3 


0. 


0 5 0 


0. 


10 0 


0. 


1 5 




1 1 s/mL) 

jfiBna^jiE (X 1 0* 

1 1 s/cm^) 


c 


e 


0. 


2 6 3 


0. 


0 2 4 


0. 


0 4 8 


0. 


0 7 2 




^ifijiajg« (X 1 0^ 


c 


e 


0. 


3 3 3 


0. 


0 5 0 


0. 


18 0 


0. 


8 9 3 




1 1 s/mL) 
^ffflSS&jg (X 1 0« 
1 1 s/cm^) 


c 


e 


0. 


2 6 3 


0. 


0 2 4 


0. 


0 8 6 


0. 


4 2 9 




*H)iajfejS (X 1 0*^ 


c 


e 


0. 


3 3 3 


0. 


0 5 0 


0. 


1 3 


0. 


3 8 




1 1 s/mL) 

sKeia** (X 1 o« 


c 


e 


0. 


2 6 3 


0. 


0 2 4 


0. 


18 6 


0. 


54 3 


1 1 s/cm^) 























I 0 2 7 3 1 

) sr-^tfPBs«r 1. 9 m L -foT^jn Lf^o ^<Dn. F N ^7 V j< > Ymmmzitumm 

HciamcO^-f yn^i^^^^^irpO h (CH 2 9 6) 4-^igJg2 5 g/m 1 

li:fltftr{±^*tibc^^«^*t75>i^mH bCD3^#:'CH2 9 6 Sr-^tr P B S 
, #<>i;i/=^PB S-e2@. RPMI:^&-C1 |aIi5fe^L#^]^tw#L/co 
10 2 7 41 
(2) LAK«coil^^J: 

^^mU^t =J) 1 %OH h ABMlflltt^^tf A IM-Vt' 0. 3 3X10^ eel Is 
/ml t^'&idi;. (1) -CpmLfcPBMC^Ii^mx (1) X-mmLtz 

tsit hCD3^^*@sg<b7'v- tfzim^ h CD s^i^^xv'c a 2 9 em^^t-fu 

- hirSm 1 MSI 0 0 0 U/m 1 ;& J: 9 I L - 2 Sr^lHl L 
ittP><^yi'->*5%C0 2 *3 7t:-e^#L/c (^^OHg) o 

^mmt&mBmi'^^^m^ti,. 0. 05X10* ce 1 1 s/ml t^^X^iz 
1 %t h ABMJflLVf 5r-^tfA IM-Vir i ^):^JgiL (T^l:ft:^6mL) , ^i>m^'(tLX 
vv!S:V^l 2. 5 c m^M^^-7^;^3lcigPLf>:o #IE:^lC;feV>-CiSI-2tS 5 0 0 U/m 1 
i: ^: -5 i d I L - 2 ^r^iP LTto 

^Ili8*&m7 Hlt-H. #a*&«E^f±0. 1X10* eel 1 s/m 1 ii^^J: d 
. l^mm^^^^ii 0 . 18X10* eel \ s/val t^j:iX^iZl%^ Y ABMsSim 
=Sr^trA I M-VlCi l3^59iL (m«^:fe6mL) . -Oir^) SSe^fb tTv^^j v> 1 2 . 5 c m 
2m^«7 9>^=itX#L/^o t/^. i^ijgS • ^M^SSE^tt 0 . 13X10* eel 
1 s/ml i:^:* J;9t;i%t b ABMJfilti^-^tf A I M- V J: >5 L (?e[a^:^9 
mL) , -fiir^>®5^'ftf^''^=S:V^2 5 c m^^fflflS^^y =» ?r35:Tyi ^ WtC^LTto 
i9-tC*3V^T^i^g[5 0 0 U/m I t^^X^ lL-2 imUuLfzo 

i^mmtl&^l OBBt^Ws «il*&«E^I±0. 15X10* eel 1 s/ml t^^Sid 
ic. lS;iaSlgilE55-{± 0 . 893X10* eel ls/'mlfc^-&J:-5l-l%t;hABM 
AftSr^tfA IM-VICJ: I)^«IL (mfim:fe6mL) . '(Rl^)S^<bL-Cv^^v^ 1 2 . 5 

cm2iffls&^#7 7>^3i'3^U)to tt^> ^mm--^mm^mm»iio. ssxio* c 

:fe9mL) , 'fig"J>@5E'fl:tTV>«:V>2 5 cm2iflBjfe^^77;<.=i?r2:-C/i*>OH#LfCo 

tflllE# 2004-3085985 



#112 004-222441 



/vi-i?: 52/ 



^^Hi&^l 1 Bglwf±^E^lCi|!^iS«5 0 O.U/m I t^&^'j 1 L-2 ^r^SoUfc 

1-2 K^-fo - 
10 2 7 51 
. 1^4 1-21 



3^41-2 










feiCD3+CH2 9 6 


6 0 1 
2 3 2 5 




1S:cD3 

feiCD3+CH296 


112 

113 1 




fete D 3 

feiCD3+CH2 9 6 


2 15 
13 0 7 



[0 2 7 61 

m.) i:ifc®!LTCH2 9 6:^J:y'Si:C.D 3^^*:t-i l95|aMLfcS^Hi3V^-ri^v>ffi:^^#^ 
[0 2 7 71 

^mm^2 ISlfllTt^* (AIMV) ^fflv^T^^L;feLAK*fflli&*ffl'4'i:i5lt'6CD8 

(1) LAKmoMSiJit^^* 

m^m^ 1 a:Il«l<0:^^^-rLAK«BJiaSr^#-:^#t/Co 
[0 2 7 81 

(2) LAK»li:felt-2>CD SRiliilHJi&^a-^^Jt^'^aiJ^ 

^]Sfe^fl4 - (2) t|W|fi|0:fr^*-CCD 8R&aimi&0-^*^«:.Sl5^L;:feo ^:^«ra4 2 

[0 2 7 91 
[^4 21 



*4 2 






o-Ds^mmt^m (%) 






5 3 




tn:CD3+CH2 9 6 


6 3 




tt:CD3 


5 5 




ja:CD3+CH2 9 6 


7 2 






6 3 




tt:CD3+CH2 9 6 


6 5 



*tci5tt-5.CD8i^14m#M=^ii;<flS1-*-i^**'^^^o ■t-'ft^?*.. ^Ml^ 

?gP>*»tCLAKjifflflfe'=t'<^CD8lH4«<^'^^^S:li5< L^JT^^ib L A KMSrflS • 

ttiiE# 2004-3085985 



004-222441 ^-i/ I 53/ 

Jg^-r ^ c: i: **wr -5 i: "b ^ =6^ ^ Jto 
[0 2 8 1 1 

^mM43 -KifllTt^tfl (AIM-V) S:fflV^7tLAKm^«mi-:^ttS*£:^^«^0 

i^mmmo%. o. i5%> 5%-o. i%) 

^^ii*&B#trE b ABllJfl?f7&*0%> 0. 1 5%^)*vi{±5%-?-^^-e'i^'t•4^^«E^* 
Wt^Vfzo ^mm<^^ V ABmikmi:^tf A IM-V 0 . 33x10^ cel Is/m 
1 (1) -ep|!iLfcPBMC=S:)l^m. ^j!iSM4 1- (1) -CIS 

ML/c^li bCD Stnl^a^'fk-/^- ^. ifctifitt bCD3tn:#i3J:t>^CH2 9 
'fbT'V- McSm 1 0 0 0 U/m 1 fc^:* J: L-2 «r 

^^B3*&m4 S g^CO%^ 0. 1 5%li b ABMvS*-^tfA IM-V-e^^LfcE:^' 
{±. «^0. 0 5 X 1 0^ c e 1 1 s/m 1 i:=ar4 J:dl=. -^-tt-TtLO v^(i 0. 1 
5%^ h ABSJfiLTt^S-g-tpA IM-Vt: i (9#}^L^ '|5r^)®^'fkU-CV^^jV> 1 2.5 cm 
''M^^7vJ5^3lc;^^?i^^3^L/c (?8[S2. 5ml) o 5 % t: b A BMJfl^t?r-^tf A 
IM-YX-mmLfzK^ii. 0. 05X10^ eel 1 s /m lt=&-5)J;9t*0. 
> ABMJfllf»«:#tfA IM-ViCj: iJ^grflL (?£fi6mL) . 'fiir'feHJe'fb LTV^jSrV^ 1 2 
. 5 cm^m^^my9:^^liZ^L'tzo ^U»iZ:^'^^xmmm5 O OU/m 1 t^j:^Xd 
I L - 2 t^LfCo 

^«§S$&7 B glc{iO%. 0. 1 5%t h ABMlfilYf =S:#trA IM-V-ei^^L^E^- 
^±-etL-r^^|Wj^gS<^I^^.^t^^'^tf A IM-VtcJ:»)0. 11X10^ eel Is /m 1 t =5? 
-5 'fBr*)@5S^bt-CV^3fcV>ifLV>2 5 c m^M^^^ = 4::£-Cfc <^ 

iC^L/c (?eLmS^12. 6mL) o 5 % t: b A BMlflLTtSr-^tf A I M- Ve^^ L/vTE 
:»-l±. 0. V ABUllil^t^r-^tfA IM-VJ::J: >)0. llxiO^eell s/m 

1 J: ^ l^^fiL. M^HJc'fktTv^jfev^igf tv^ 2 5 c m^^flS^^^ ^ ;^ =/ 5:jtT 
y::^>(Ot:5^L/c (l£SS:fcl2. 6mL) o #E^^i3V>-C|^glK 5 0 0 U/m 1 i: ^ -5 
id I L - 2 *^iJPL)to 

^^Pi&l 0 B gi;{iO%. 0. 1 5%li h ABMJliL?t*'^tfA IM- VT'^«L;^c|E 
:9-{i'?-tL-?ti.|WIzt^<^JflLft*-^tr A IM-Vt::J:«30. 22X10^ eel Is /m 1 t 
ii^X^ iz^WiL. ^^>H^'fkLTV^^:V^if bv^2 5 c m2«;^#7 v:^ 3 -grSl-c;^ ^> 
OH^L^t (M«:fcl2. 6mL) o 5 % K > ABlUflLft'Sr-i'tf A I M- VC^S 
E^{±, 0. 1 %t: b ABSlJfilft^-^tfA I M-Vir J; IJO. 6X10® cell s/m 
1 J: d t-^&«lt, ■(iir'b@5e'fbt-CV*=5:V^ifbv^2 5 c m^^ia^SI^ 7 X a *jtt: 

^<>OtcSL5t (f&gS:fc:12. 6mL) o 5 0 0 U/m 1 i: 

J: d I L - 2 4-i^ljnL7to 

4 3 Ic^-To 
[0 2 8 2] 
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H^m 2 0 0 4-2 2 2 4 4 1 : 54/ 

[^4 31 



*4 3 







ifii^mm mm) 


0%AIM-V 


^CD3 


2 5 




tfcCD3+CH2 9 6 


3 2 2 


0. 15%AIM-V 


JtCD3 


4 2 




^CD3+CH296 . 


19 7 


5%-^0. 1%AIM-V 


Jn:CD3 


17 5 




a:CD3H-CH2 9 6 


3 5 3 



I 0 2 8 3 1 

#lci3V>T. v^-rtLOM jiliKE:9-tri5V>-c^>. S^Rl^ (gtC D 3 ^#:o.?^twi i,fiM) 
i:Jt«?LTCH2 9 6 is i IJ^StC D 3^#lc J: i9)|nML;tPtc:fev>-Ci^v>M;^^«^;e'*# 

CH 2 9 6fc'J:a^^CD3gu^^{cJ:i9fiMt- ^ <b :iHClgv^*2::^^#^-eL A K 
"9 > C H 2 9 6 (D:^M^il)m»i> h tttzo 

[0 2 8 41 

^is«^4 4 -KifiL^t^M (AiM-v) i:m^^fzLAKmik^m7h\zi5ii^w:i<i^mm<D 

iSlJ^ (jfilftsg;K3 %^1 %^0%^0%. 3%^1%^0. l%-*0%, 3%-*0. 5% 
-^0. 2%— 0. 2% , 3%-^0. 5%— 0. 2%— 0. 0 5% 

) 

mMm4 3 fcTO<^)||S^t'3 OmL^^lflL?:=il5eU4§€>tLSJ(il?tiftiK*#iitLr L AKSa 

*3 tt -5 JftLVt it* =S: L ^ o 

l: b ABllJflL?tiiSfi^^r»i^&^{±3 %T% ;^^4 BgJ- 1 %*SV>{±0. 5%t:hA 
BMidftS-g-tfA IM-V^«fe-C,«=£-#3K-r'2)S^, Bg4C0%, 0. 

{±0. 2%li b ABMJfilfti^-^tfA IM-V^«fe-eifflU&^#fli- i^mi OUEl^O 
%. 0. 0 5%*'5.v>i± 0. 2%li b ABMJlia.«*-^tfA I M- V:^ttlT-^JiaSr;^?li-r-2> 
mi^fL-etLWt^LtZo Tia^4 4-ltc±fB/'?^->«:7rc1-o 
[0 2 8 51 
[^4 4-11 



^4 4-1 













1% 


0% 


0% 




1% 


0. 1% 


0% 




0. 5% 


0. 2% 


0. 2% 




0. 5% 


0. 2% 


0. 0 5% 



[0 2 8 6] 

3 %<?5t b ABMlfll^t^-^tf A IM-Vir 0. 3 3X10* eel 1 s/m 1 fc^fe/S J; 

(1) ■CglML;^cPBMC*Ji^m, IIMfRI4 1- (1) -cmmLfzifC^ 
V CD 3^i^m^<t':fl^- b, S^fiStli h C D 3 J: J>-C H 2 9 6@5e'fb7'W- h 

tC3m 1 /"^ j^;w-fo* mWi^l 0 0 0 U/m 1 i: i 9 I L - 2 ir^inL/Co 

i^mmi^^4Bs\zisimmm^-^^'->iisxxj'2-^mmiriK^it. o. osxio" 

eel Is/ml i: ^5: i 9 i:: 1 %li b ABMJllftSr-^tf A I M-YizX >5:f&flt (tS[S 
6mL) , ^BfiHJg'fkLTV^^rV^i 2. 5 c m2i88Jia^#-7 9:^3tc^L^Co J^[LTtift;K^^° 

miE#2 004-3085985 



#112 004-222441 



^^'j: 55/ 



^->3iSi:Xf4:-0^m-t^^^ii> 0. 058X1 0 * eel Is /mltJSr^i^t^ 
0. 5%ti h ABMM^^-^tf A IM-Vtri iWLM6mL) , -(tir*) S^-ftL-C 

v^^:v>l2. 5 cm^mmi^myv:^=HzmLi-Zo #IE:^(c:ev^T*5-iftSP 5 0 0 U/m 1 
t J: -9 I L - 2 tT^wo 

^^p^*& 7 H g iziiifa.mmm^^^-' > i -e^#-r * E^t±. o. 28x10" ceii 

s/m l bABMJliLr»Sr-^t=fev»AIM-VlcJ: l9^fiL (tS^S 1 2 . 6 

mL) . tfzMmmm^'^i^->2-C^^-r^m^)-ii. O. 2 S X l O * c e l l s/m l 
.i5fc^J:dl-0. h ABmskm^^tyAIM-YKX^^Uh iWi&l 2. 6mL 

) , M^>@5E^bL-Cv»^:V>ffLv>2 5 c m2j8Bia:^i|-7 3 *3£-C7t lb OtC-ett^tL^ 
LTtTo IflL^t^iJK^■^°^->'3:feJ:^/'4TJg«•t*E:^'^±^ O. 4 8 x l O « c e 1 l s/m 
It^^i^t^O. 2 %t: h ABMM^-^trA IM-VIC J: D^&f^L (Ml 2. 6m 
L) , jRr^5®^'fkLTV^:5rV^ffLv^2 5 cm2M^#77;?.=3=S:2:-Cfv:^)OlC^L/Co " 
#|H::0-Jci3V^-C|!-^JK 5 0 0 U/m 1 i: ^r-a i 9 I L - 2 Sr^UnL/co 

MUS&l 0aBt::tiJfiL?tM^-«^'->l*3J:t^2-Ci§^-t-SE^J4> 0. 5 1X10. 
« c e 1 1 s/m 1 id^'l^ h ABaM=l-#i ^JV^ A I M- V i i9 ^f?L m 

Ml 2. 6mL) ^ '(Rl<>®5e'fbLTV^J5:V>if LV>2 5 c m2;aBfla:^*:7 y ^ 3 =S:a:Tfc 
(Otci^Lfco iflL^«SS^'«^->'3-C^S«-t*K:9-l4. 0. 8 3 9 X l 0 * c e 1 1 s /m 

L) . t7tJfiL?»M/-?^->4T-^f|-r'5lE:^t±, 0. 4 3 X 1 0* c e 1 1 s/m 1 
i'£i>XoiZO. 0 5%fc b ABmJfil^f Sr-^trAIM-VlCj: (ffe#l 2. 6mL 

) . @5t'fbLTVvj5:v*ffLv> 2-5 cm^jffllia:^*^ 9:^3 «r3trfciOtc^tL-PtL# 
L/co #E:9-l^fcv>T*l-?gE5 0 OU/ml fc^^J:-? I L-2*^ljnLfwo 

4 4-2 t:::^-to 
(0 2 8 71 
[^4 4-3] 



^44-2 










ttCDS 


18 2 




ttCD3+CH2 9 6 


4 2 5 






19 5 




^CD3+CH2 9 6 


4 3 0 






10 1 




ttCD3+CH2 9 6 


2 4 2 




*ltCD3 


19 0 




$t;CD3+CH2 9 6 


4 16 



[0 2 8 8] 

^4 4-2t-^$tL^J:dK. ^JlllttiSS*#^/iAIM-V^AbS•fflV>-COLAM 

St) tlbSELtrcHZ 9 6;feJ:t>mcD3feii;#t'i nmmLtzm'^^^rM^-tkiz^W 

itmhftfzo i-=&^t>^ 3 0mL*RifiL*^>5eL7tlfll?SitaPlC:fett'5.LAK^Jja:^«tl:*3V^ 
-C. CH 2 9 6:J5j:yftn;CD3^#lcJ: ijfija^^ifc-e. JSC D 3 ^1*#3a-C-*jafc-t-'& 
J:i5*>. ?gc,35»jciSv^l!fc:^J§#^-CLAKi8B)!&«:il^-it^-r'2>-i:'!''"C'^^-o tfc, d 
<^fc%<^^S^ci5^t^«^4iS^^iJg•ii^«S•^*'5^ CH2 9 6T'fiM-r*^i:l-J: t?^ 
iOj;^)5:^#Tli^v»r^>> mhi!>-izn^^W:izmm^-r^^ 'O . C H 2 9 6 O^^il**^. 

[0 2 8 9] 

*ife«^4 5 ©JflLlt^ai (AIM-V) 4rffiV>7tLAKm^«^lCi3tt'5fe::fe^«^«0 

aiiE4# 2004-3085985 



S^m 2004-222441 ^--J : 56/ 

) 

[0 2 9 0] 

(1) LAKmm<DmmiiJ^v'mm 

o 

[0 2 9 1] 
1^45] 



^4 5 


jti?t«s ' mm 


tfc CD3±CH296 








mmmm 






mm) 


1%AIM-V 


4 era 


1 5 Qffl 


^fig (FN f r^m'^it) 


X 3 2 7 


1%AIM-V 


40ra 


1 5 sra 


CH— 2 9 6 


X 5 6 6 


1%AIM-V 


6 PPfl 


1 5 era 


^RS (FNf T^mi^it) 


X 3 7 1 


1%AIM-V 




1 5 


CH^2 9 6 


X 4 2 5 



[0 2 9 2] 

m4 5izm^ft^ii^i^^ (1%) <^J^lL^s=Sr^^/i^^fe (aim-v) ^m^>x 

[0 2 9 31 

IIM^?IJ4 6 ^j^^liiPBMC:feJ:t/iaJflL^^*^%«-ffl^^^cLAKiiJi&^5l^lC:fett 
(0. 5%ieifiL^4r#tfA IM-V^tt • «^^ffl7 7^3^J: 

(1) P BMC<^^^i3J:y^^S# 

I UM.^mm^. 5 0 0 x g 20 ^-raas^c- ^ejfiiii^* i xj^^'^y -f - ^ - b 

®Sr|llJ|XL/::o Ii]JRL7t/^*y -i" -n - blltiPB Str^fit^F icoll-paque ( 
:7t;v^v'TM) ±lcML-C5 0 OXg-ea 0:^^jt'£,>:9-ilL/co K)l05|5*ilfiL# 
(PBMC) bT'HIJR, m^\^fzo $R^L:feif#:S^SIPBMCttb';^'?> 

mu\^tzn eMti 5 e r 3 o ^n^mim. sooxgx'so ^^^'t^^m -?-<^-hr» 

[0 2 9 4] 

( 2 ) guli h C D 3 tn:#i5 ct O^F N -7 7 > b S^-ft 

mT<?5^@^-e'ffiffl-t-;i):^^fl# (2 5 cm^ )HB]i&:©^ffl7 5>^3) tr^i&|?113 5 - (1 
Ol####3^e>^#^- FNf r ^r-g-trPBSSrlfe^m. ^7 9 3 * P B S 2 0, A I 

[0 2 9 51 

(3) LAKiilJi&OSI^iSitf^fl 

0. 5%iejfiLif*-&tfAIM-V (WTO. 5%SB«A IM-Vi:lil§-t) 1 X 
1 0« c e 1 1 s/m I t^:«>J:dt^llife^4 6- (1) -epSaL/c«fSi^8ilP BMC S: 
Ilife«?!l4 6- (2) -CilSaL^^t hCD3tfLM5E^k79;^=», t^tliguth 
CD3gu#^iO'FN f r @^>ft::79 3 1^3 111 1/7 7 xn-fomM^fS^AtL, ^ 
mMl 0 0 OU/ml fc^r-Si^tCl L - 2 =S:i^l}n L^o ^ttib<0-77;^3=Sr5%C02 

aiiE#2 004-3085985 



2004-222441 



57/ 



tfS 7"Cf^«L/c (^mOBS) o ^mmt^^lBUiZlil OOOU/mlOlL-2 
^-g-tfO. 5%@e«AIM-V4r7inl/77;^3'ro^S0L^Co :^«IS*&m4H@ 

T--f9-^ h/^y^^*^f±X-F o 1 d/N'-;'i^ z^^'X^-ti^) izmLfz^k> 0. 5%g 
BjfiLliAIM-V^2 Om 1 //^*';'^^■f•^i3sllPL. «JS5 0 0 U/m 1 h^^Si^ I L 
- 2 ^^Sn LTto 6 H S 0 . 5 % g A I M- V «r 3 0 m 1 /^J y V 

■r<>mmL. i^mm 5 0 0 u/m i i: /j:* j: d i l - 2 ^r^snuf^o ^^J^f J b @ 

OU/ml i:*^'?. I L-2«-j^iDL/^o K 1 3 B g 5 0 0 U 

/ml fc35r;g,J:^ I L-2=^«L/co 5 B @ b <; /N->:/;v-^fefetc-c^ 

4 6 IC^^o 
[0 2 9 6] 
[^4 6] 



^4 fl 




P BMC 








0.5%SBlfiL«A IM-V • 


A 


1 5 Bm 


j^m (FNf r^B^^t) 


X 2 2 












0.5%iaiftL^A IM-V • 


A 


1 5 em 


CH-2 9 6 


X 2 5 9 












0. 5%e BltlStA I M- V -X 


A 


1 5 era 


CH-2 9 6 


X 3 6 0 












0.5%aBjiL§ftA IM-V • 


B 


1 5 era ' 


nm (FNf r^HJfe-ft) 


X 3 4 












0. 5%aBJfe«A IM-V • 


B 


1 50fg 


CH-2 9 6 


X4 3 2 












0. 5% 6 BliQ.»l A I M- V ■ X 


B 


1 sera 


CH-2 9 6 


X 3 6 0 













10 2 9 71 

e\zm^ft^x^iz. ©its (0. 5%) (O^U!fa.m^^A.fz^i& (AIM-V) 

L A Kmumm^m 7 ^ ^ > 7 9 ^ > h a^-ft t /^^aa^^ffl -7 v ;^ 3 



[0 2 9 81 

Il*fe^?fl4 7 §gf#:59'^PBMCi5j;t;^eE«'^^^*fe*fflv^jtLAK«aJia*Sf i-i3*t 
& C D 8 |^tt«B)iatfc^^iM5& (0. 5%e5M^'&tfAIM-V^«l-^H&««ffl"7 9 

[0 2 9 91 

(1 ) L A KiaHBaofl^:^ i. O^^S^ 

:^4 6_ (3) i:|fl3g^(o:^^-eLAK«'SrflS-:^#L7to ^^llfe 1 5 B B 
14- (2) i:Il|;^o:&fe-CCD 8RH4i9a8a<^'^^^*i8«^l-^-:o ife^*S47lC/rc 

to 

[0 3 0 01 
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1*4 71 



^4 7 


C02 :^:^mi^{ty<^yiP^ 




P BMC 






CDS mft&wm 
tizm (%) 


0. 5%SHlftL^A IM- 


V • 


B 


1 5 ara 


*fRa (FNf i^mi^it) 


4 5.0 


:3f■:rx^i^'< hy'^^y^ 












0. 5%SBx4L§ftA IM- 


V • 


B 


1 5 sra 


CH-2 9 6 


8 9.8 














0. 5%iBlln.aiAIM- 


V • 


B 


1 5 era 


CH-2 9 6 


9 0.0 


X-Fold -^^y^ 













10 3 0 11 

^4 7iC^§:^t^,i^iC, l&aS (0. 5%) OiEJ^^L^?:•^^/i:^*b (AIM-V) 

m.m<Otiim ^ ^ fi^* ffl v> -c (^iSa^^Sffl ^ ^ ;^ =i is i lF,lBia:^«IB C O 2 :ff7.m^ 
[0 3 0 21 

^ffi^^?l^<^ail5e (0. 5%iE.«*#tfAIM-V^*-«il&^SIM:77;^3i5j: 
( 1 ) b C D 3 Jt-ft:*? J: O^F N 7 9 > b H^'fb 

mT<7)^®^-C'feffl-t^^^fl# (2 5 cm^ fflfla^^ffl-7v;^3) tC^ife^O 3 5 - (1 
) tisi^ic^t; b CD 3*n:#^i3J;t;fFN7 7^^ :^ b =^®^'fkL/co 'l^ffliglllwtiitt'b 
<^^^^#3&^'btn;#: • FNf r ^-^tf P B S =Srife*m, #7v:^=i*PBS-e2|lI. AI 

[0 3 0 31 

( 2 ) . L A KifflmoilSiS i 
0. 5%gBJflLlt*-^trAI M-V (JJUT 0 . 5 %ieJlllKA I M- V fcHft-T) 1 x 

1 0« c e 1 1 s/m 1 i:'fc;5J:^tc^ifeM4 6- (1) i: |S]#<^:^^feT'piaLf^ff»^ 

^PBMc=^M^^. ^MM4 8- (1) ■^mmx^tz^^vcDzm^m^iiy'^:^^. 

ttz\t^\^ h CD 3^^t:*Jj:?/FN f r H^c'fb:? 9;^ n 3 m 1 /7 9:^ n-f o«B^JS« 
^^[«•Ai^^ #«-ai;Kl O O OU/m lfc^;5J;9l'IL-2 =Sr^iPL7^^o ^ttib<7)7:7;^ n 
5%C02 4'3 y-CT'^^Lfc {^^0 0S) o :^#§3*Smi BSt^til 0 0 0 U/m 
1 (Ol L-2 Sr-g-tfO. 5%iSJfiLltA I M-VSr 7 m 1 ^7 9 ;^ n-fOv^iD L:^Co 
§aj&^4 a at::i4^«ffi*'Pir'fe@^'fbLTV>!5:v»8 5 cm^ ifflB&J&^ffl C O 2 if :^i&i^'\Se. 
^^yir{ff7-^^'(y^'^yi^) i'^LfzWi. 0. 5%gBmifA IM-V«:2 Om 1 / 
/<ry ^•foi^J)^b^ ^?g;e5 0 0 U/m I t^j:^X^ lL-2 Sr^JflUTto :^^li*S6 H 
ItCfiO. 5%gaJfiL^/AIM-V«-3 Om jJ^-fo^JjnL^ #^iftS5 0 0 U/ 

m 1 id I L-2 *^ijnL/Co :^^§g*&f^8 B @ l^{4^«?St<^-SKSritJL^JeiL^ 

^^ '(pr^>@je'ffcbTV>=5rv>8 5 cm^ m^«fflC0 2 ■y-'f 
Y^'iy^) liZ^l^. ^m&5 0 OU/m I t^:hXv I L - 2 ^mtnLfzo m^mt^l 1 
^ 1 3 HilC«*!-?gJK5 0 OU/ml fc^r^J:-? 1 L-2«:^*nL/co 
tfz. mmzi H at"e^^L/c^^?S*{(ir^>@5e'fbL-CV^'5:V> 1 8 0 cm 2 *BW#ffl 
CO2 iry^m^^^'iy^iZ—U {I 0ml fplml) ^Ltz^. 0. 5%aBlflllKAIM 
-V=^5 8m I /f^yir-f-omHaX.. S^M 5 0 0 U/m li:&*J:-5lL-2 Sr^iflL 
^^o l§#IHi!&6 H it-t±0. 5%SBM/A IM-V^r 6 5 m 1 /^'^y i^-f^^tnL> 
l?-lftS5 0 OU/m 1 fc^:* J: d 1 L - 2 Sr^JP L/co ^#lf^f^8 B § i'Ji^^f^c^- 

tfiiEi^ 2004-30 8 5985 



J^II 2 0 0 4 - 2 2 2 4 4 1 



^--J : 59/ 



yiJ^ it-fT^"^^ Y^^^iT) ^^JS5 0 OU/m 1 id I L- 2 €:^Jn 

LTto K 1 3 Bgtc(±*|-M5 0 OU/m 1 fc^:* id I L-2«-^SnL/c 

o ^(Dm^mmit^i i bbj- o. 5%ieM/'A im-v^ 1 3 om ii^ira-r'5,m^>^ 

10 3 0 4] 
(^4 8] 



*4 8 


jfiL^i^jie • it* • mnummm 




1 1 B g 




















0. 5% g BJlb.»A I M- V • 


8 5cm^ 




1 5 Bm 


(FNf r# 


X 2 2 














0. 5% e BjfiL^A I M- V • 


8 5cm^ 




15 am 


CH-2 9 6 


X 2 5 9 














0.5%&BJkStAIM-V • 


1 8 0cm* 




1 5 BIS 


CH-2 9 6 


X4 7 3 














0.5%a5.Jlb.«A IM-V • 


1 8 0cm* 




1 5 Bl€ 


CH-296 • 


X 9 1 1 















10 3 0 51 

^4 si'^^ft^ idle. ®jgJ9p (0. 5%) <^iB«^r-^^/i^^fe (aim-v) 

-Sr-e^fflt/c^icisv^rfi. m^^fflCOa :«f>^^iH4^\*y ^0:^^Wm • • ft 

10 3 0 61 

mmm^ 9 fr#^BtPBMC:feJ:r;'gBJll^'^^^Ml*fflV>yi:LAK«Blia*ffltt«lC:felt 
* C D 8 l^ttifflfl&Jfc^<^SJ5& (0. 5%geM*-^tfAIM-V^«l-«Bia:^ilffl7 9 

(1) LAK^fl&<^m#i5J:0^^« 

*ife^^48- (2) i:|g:^0:^Jfe-CLAK««-ilS • ^«l-^-o 1 5 H B 

IIJfet?84- (2) i:|SI«lo:J5-T*-CCD8RH4«i)|&<59-^^^Srt|iJ5EL;t:o ^:^=Sr^4 9 (3;.^ 
■to 

10 3 0 71 



ttll|E#2 004-3085985 



#JSi 2004-222441 
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[^4 9] 



*4 9 






1 1 Q g 






CDS 

tfc^ (%) 


0. 5% S Blk^A I M- V • 


8 San^ 




1 5B^ 


nm. (FNf r#H 


37. 4 














0.5%SBJiL»A IM-V • 


8 5cm' 




1 5 Bi^ 


CH-2 9 6 


70. 0 














0. 5% i BJk^A I M- V • 


1 8 Ocm' 




1 5BM 


CH-2 9 6 


56. 2 














0.5%iail[LlftAIM-V ■ 


1 8 Ocm^ 




1 5 era 


CH-2 9 6 


58. 4 















10 3 0 8] 

^4 9ic^$tL;2. idtc. -fejiS (0. 5%) <^gSM^r-^^^iW (AIM-V) 
[0 3 0 91 

^M^aj5 0 ffi^:53^^PBMCi5J:tfgE.JfllS-^*^S&*fflv^^cLAK«B)ia^SI^#^l- 

^i>fi>mm^mm^<r>mM (o. 5%@e«^^tfAiM-v^%-«8iia^^iffl-77x 

(1) LAKfflJiaoflSisiO^*^^ 

llife'P!l4 6- (3) fc|lIti^O:i5-tet?LAKiHBl!a«:®l«-:^3IL^wo 
[0 3 101 

(2) :^^L;tL AKM<0SSJia^#iStt<0il!l3^ 

«^?|J2 5- (2) fcIWI;itco:^J?S-e^#^l 5 BBOLAKO*ffl)3&«5«M14«:ii!l^Lfc 

(0 3 111 
[^5 01 



*5 0 - 








BA- 
















(%) 












m^lf^Daudi 


0. 5% S BJfilSI A I M- V • iir 


1 5BI3 


m (FNf rl^ 


9 0 


50. 9 


5 6.2 








3 0 


3 2.9 


4 9.6 








1 0 


16.9 


3 5.7 


0. 5% i BlllffllA I M- V • 


1 5Bm 


CH-2 9 6 


9 0 


7 5.9 


6 2.3 








3 0 


48. 3 


5 3. 7 






1 0 


19.6 


40. 2 
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S5 OlC^^tt-Sidir, -Bits (0. 5%) (AIM-V) 
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7 ^ X =2 is J; rfmf&mmm c o 2 **x^it^l^/^♦ ^ ^^^rm^-^-^^-a-Jt l a Km's&i^mm^u 

to 3 1 31 

i>iui<i§m¥<^m^ (0. 5%iBJ(n.^^-i-tfAlM-v^«fc- »^Sffl7 7X=i43J; 

(1 ) h C D 3 tn;#i3 <t tFF N 7 ^ rJ^^O h HS'fb 

I^Tf^^j^-el^ffl-r-S^^tl^t (2 5 cm^ iSifla^§|^7 9X:3) tc^ilt^ 3 5 - (1 
(D^mmU^b^h^W- FNf r «•'&tfPBS«:B^*m^ #'7 9;^3SrPBS-e2|Hl, AI 

[0 3 141 

(2) LAKS!|BJ3a<7)M^:eJ:t;f^fl 

0. 5%ie.JflLiE=£-^tfA IM-V (mTO. 5%g5MA IM-VfcH&t) 5 X 

1 0^ c e 1 1 s/m 1 (/c/iL. ^mm<^tt-iiy J± f" ^ sfc (Wm-fb^- 

^*ftifll5 1- (1) t?pmt7t^t: bCD3tn:#^@^'fk-7 7X3, ^7tt±^thC 
D 3 J: a^F N f r@^'fb7vJ5^=fH3m lV7 7^3-ro»ii^TS:^rAtt. ll-jS 
SI 0 0 OU/m rt3fc^J;^tClL-2 =S:^jBL/io vl tL^C07 ^ X n =Sr 5 %C0 2 4" 
3 rr-eig^Cyt (*&«O0B) o mm^i&^l Hil-«1 O O OU/ml L-2«r 
-^tfO. 5%ge.JlilitAIM-V'£:7m 1 /•7 n-f o^JnUf^o lt^TO^4 B g I' 
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% . < . mi%%m^m^% < $ i l ~ 2 r 

[0 3 2 51 

[K^J^^y-x^;^ M 

[0 3 2 61 

SEQ ID N0:1 ; Partial region of fibronectin named III-8. 

SEQ ID NO: 2 ; Partial region of fibronectin named III-9. 

SEQ ID N0:3 ; Partial region of fibronectin named III-lO. 

SEQ ID NO: 4 ; Partial region of fibronectin named III-12. 

SEQ ID N0:5 ; Partial region of fibronectin named III-13. 

SEQ ID NO: 6 ; Partial region of fibronectin named III-14. 

SEQ ID N0:7 ; Partial region of fibronectin named CS-1. 

SEQ ID NO: 8 ; Fibronectin fragment named C-274. 

SEQ ID NO: 9 ; Fibronectin fragment named H-271. 

SEQ ID NO: 10 ; Fibronectin fragment named H-296. 

SEQ ID NO: 11 ; Fibronectin fragment named CH-271. 

SEQ ID NO: 12 ; Fibronectin fragment named CH-296- 

SEQ ID NO: 13 ; Fibronectin fragment named C-CSl. 

SEQ ID NO: 14 ; Fibronectin fragment named CHV-89. 

SEQ ID NO: 15 ; Fibronectin fragment named CHV-90. 

SEQ ID NO: 16 ; Fibronectin fragment named CHV-92. 

SEQ ID NO: 17 ; Fibronectin fragment named CHV-179. 

SEQ ID NO: 18 ; Fibronectin fragment named CHV-181. 

SEQ ID NO: 19 ; Fibronectin fragment named H-275-Cys, 

SEQ ID NO: 20 ; Primer 12S. 

SEQ ID N0:21 ; Primer 14A. 

SEQ ID NO: 22 ; Primer Cys-A. 

SEQ ID N0:23 ; Primer Cys-S- 
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SEQUENCE LISTING 
<110> TAKARA BIO INC. 

<120> Process for the preparation of lymphocyte having cytotoxic activity 

<130> T-1903 

<160> 23 

<210> 1 
<211> 87 
<212>.PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-8 
<400> 1 



Pro Thr 


Asp Leu 


Arg 


Phe 


Thr Asn He 


Gly Pro 


Asp Thr Met Arg 


1 


5 






10 


15 


Val Thr 


Trp Ala 


Pro 


Pro 


Pro Ser He 


Asp Leu 


Thr Asn Phe Leu 




20 






25 


30 


Val Arg 


Tyr Ser 


Pro 


Val 


Lys Asn Glu 


Glu Asp 


Val Ala Glu Leu 


35 






40 


45 


Ser lie 


Ser Pro 


Ser 


Asp 


Asn Ala Val 


Val Uu 


Thr Asn Leu Leu 






50 






55 


60 


Pro Gly 


Thr Glu 


Tyr 


Val 


Val Ser Val 


Ser Ser 


Val Tyr Glu Gin 




65 






70 


75 


His Glu 


Ser Thr 


Pro 


Leu 


Arg Gly Arg 


Gin Lys 


Hir 






80 






85 





<210> 2 
<211> 90 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-9 
<400> 2 

Gly Leu Asp Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala 
15 10 15 

Asn Ser Phe Thr Val His Trp He Ala Pro Arg Ala Thr He Thr 
20 25 30 

Gly Tyr Arg He Arg His His Pro Glu His Phe Ser Gly Arg Pro 
35 40 45 

Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr 
50 55 60 
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Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu 
65 70 75 

Asn Gly Are Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr 
80 85 90 

<210> 3 
<211> 94 • 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-lO 
<400> 3 

Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro 
1 5 10 15 

Thr Ser Leu Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

20 25 30 

Tyr Tyr Arg He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val 
"35 40 45 

Gin Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser 

50 55 60 

Gly Leu Lys Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val 

65 70 75 . 

Thr Gly Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He 

80 85 90 

Asn Tyr Arg Thr 

<210> 4 ' ■ 

<211> 92 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-12 



<400> 4 








Ala He 


Pro Ala Pro Thr 


Asp Leu Lys Phe Thr Gin 


Val Thr Pro 


1 


5 


10 


15 


Thr Ser 


Leu Ser Ala Gin 


Trp Thr Pro Pro Asn Val 


Gin Leu Thr 




20 


25 


30 


Gly Tyr 


Arg Val Arg Val 


Thr Pro Lys Glu Lys Thr 


Gly Pro Met 


35 


40 


45 


Lys Glu 


He Asn Leu Ala 


Pro Asp Ser Ser Ser Val 


Val Val Ser 


50 


55 


60 


Gly Leu 


Met Val Ala Thr 


Lys Tyr Glu Val Ser Val 


Tyr Ala Leu 


65 


70 


75 


Lys Asp 


Thr Leu Thr Ser 


Arg Pro Ala Gin Gly Val 


Val Thr Thr 


80 


85 


90 


Leu Glu 
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<210> 5 
<211> 89 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-13 
<400> 5 



Asn Val 


Ser Pro 


Pro 


Arg 


Arg Ala Arg Val 


Thr Asp Ala Thr Glu 


1 




5 




10 


15 


Tht Thr 


He Thr 


He 


Ser 


Trp Arg Thr Lys 


Thr Glu Thr He Thr 






20 




25 


30 


Gly Phe 


Gin Val 


Asp 


Ala 


Val Pro Ala Asn 


Gly Gin Thr Pro He 




35 




40 


45 


Gin Arg 


Thr He 


Lys 


Pro 


Asp Val Arg Ser 


Tyr Thr He Thr Gly 






50 




55 


60 


Leu Gin 


Pro Gly 


Thr 


Asp 


Tyr Lys He Tyr 


Leu Tyr Thr Leu Asn 






65 




70 


75 


Asp Asn 


Ala Arg 


Ser 


Ser 


Pro Val Val He 


Asp Ala Ser Tlir 






80 




85 





<210> 6 
<211> 90 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III-14 
<400> 6 



Ala 


He 


Asp Ala 


Pro 


Ser 


Asn Leu Arg Phe 


Leu Ala Thr Thr Pro 


1 




5 




10 


15 


Asn 


Ser 


Leu Leu 


Val 


Ser 


Trp Gin Pro Pro 


Arg Ala Arg He Thr 








20 




25 


30 


Gly 


Tyr 


He He 


Lys 


Tyr 


Glu Lys Pro Gly 


Ser Pro Pro Arg Glu 








35 




40 


45 


Val 


Val 


Pro Arg 


Pro 


Arg 


Pro Gly Val Thr 


Glu Ala Thr He Thr 








50 




55 


60 


Gly 


Leu 


Glu Pro 


Gly 


Thr 


Glu Tyr Thr He 


Tyr Val He Ala Leu 








65 




70 


75 


Lys 


Asn 


Asn Gin 


Lys 


Ser 


Glu Pro Leu He 


Gly Arg Lys Lys Thr 






80 




85 


90 



<210> 7 
<211> 25 . 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> partial region of f ibronectin named CS-1 
<400> 7 

Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu His 
15 10 15 

Gly Pro Glu He Leu Asp Val Pro Ser Thr 
20 25 



<2I0> 8 
<211> 274 
<212> PRT 
<213> Human 

<220> 

<223> f ibronectin fragment named C-274 
<400> 8 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 , 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

2004-3085985 
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Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp 



<210> 9 
<211> 271 

<212> PRT . 
<213> Human 

<220> 

<223> f ibronectin fragment named H-271 
<400> 9 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
1 5 10 15 

Thr Ser Leu Ser Ala Gin trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Uu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 - 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala- 

95 100 105 

Thr Glu Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr 

110 115 120 

He Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro He Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He 

140 145 . 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser 

170 175 180 

Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe Uu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He 

200 205 210 

Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He 

230 235 240 
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Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala 
245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr 



<210> 10 

<211> 296 . 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> fibronect in fragment named H-296 
<400> 10 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
1 5 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Hir Gly Pro Met 

35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 

95 100 105 

Thr Glu Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr 

110 115 120 

He Thr Gly Phe Glh Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro He Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He 

140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser 

170 175 180 

Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala TTir Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He 

200 205 210 

Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala 

245 250 255 
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Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu 
275 280 ' 285 

His Gly Pro Glu He Leu Asp Val Pro Ser Thr 
290 295 



<210> 11 
<211> 549 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named CH-271 
<400> 11 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 • 115 - 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 • 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
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Gly Asp 
Thr Glu 
Leu Lys 
Thr Pro 
Pro Lys 
Asp Ser 
Tyr Glu 
Pro Ala 
Arg Arg 
Ser Trp 
Ala Val 
Pro Asp 
Asp Tyr 
Ser Pro 
Asn Leu 
Trp Gin 
Glia Lys 
Pro Gly 
Glu Tyr 
Glu Pro 



Ser Pro 
lie Asp 
Phe Thr 
Pro Asn 
Glu Lys 
Ser Ser 
Val Ser 
Gin Gly 
Ala Arg 
Arg Thr 
Pro Ala 
Val Arg 
Lys He 
Val Val 
Arg Phe 
Pro Pro 
Pro Gly 
Val Thr 
Thr He 
Leu He 



245 

Ala Ser Ser 
260 

Lys Pro Ser 

275 

Gin Val Thr 
290 

Val Gin Leu 

305 

Thr Gly Pro 
320 

Val Val Val 
335 

Val Tyr Ala 

350 

Val Val Thr 
365 

Val Thr Asp 

380 

Lys Thr Glu 
395 

Asn Gly Gin 

410 

Ser Tyr Thr 
425 

Tyr Leu Tyr 
440 

He Asp Ala 

455 

Leu Ala Thr 
470 

Arg Ala Arg 

485 

Ser Pro Pro 
500 

Glu Ala Thr 

515 

Tyr Val He 
530 

Gly Arg Lys 
545 



Lys Pro 
Met Ala 
Pro Thr 
Thr Gly 
Met Lys 
Ser Gly 
Leu Lys 
Thr Leu 
Ala Thr 
Thr He 
Thr Pro 
He Thr 
Thr Leu 
Ser Thr 
Thr Pro 
He Thr 
Arg Glu 
He Thr 
Ala Leu 
Lys Thr 



250 

He Ser He 
265 

He Pro Ala 

280 

Ser Leu Ser 
295 

Tyr Arg Val 

310 

Glu He Asn 

325 

Leu Met Val 
340 

Asp Thr Leu 

355 

Glu Asn Val 
370 

Glu Thr Thr 

385 

Thr Gly Phe 
400 

He Gin Arg 
415 

Gly Leu Gin 

430" 

Asn Asp Asn 
445 

Ala He Asp 

460 

Asn Ser Leu 
475 

Gly Tyr He 
490 

Val Val Pro 
505 

Gly Leu Glu 
520 

Lys Asn Asn 
535 



Asn Tyr 
Pro Thr 
Ala Gin 
Arg Val 
Leu Ala 
Ala Thr 
Thr Ser 
Ser Pro 
He Thr 
Gin Val 
Thr He 
Pro Gly 
Ala Arg 
Ala Pro 
Leu Val 
He Lys 
Arg Pro 
Pro Gly 
Gin Lys 



255 
Arg 
270 
Asp 
285 
Trp 
300 
Thr 
315 
Pro 
330 
Lys 
345 
Arg 
360 
Pro 
375 
He 
390 
Asp 
405 
Lys 
420 
Thr 
435 
Ser 
450 
Ser 
465 
Ser 
480 
Tyr 
495 
Arg 
510 
Thr 
525 
Ser 
540 



<210> 12 
<211> 574 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named CH-296 
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<400> 12 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 . 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 
275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 
290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 
305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 
320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 
335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 
350 355 360 

tBIE# 2004-3085985 
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2004-222441 

Pro Ala Gin Gly Val Val Thr Thr Leu GIu Asn Val Ser Pro Pro 
365 370 375 

Arg Are Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr lie Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445. 450 

Ser Pro Val Val He Asp Ala Ser Hir Ala He Asp Ala Pro Ser 

455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 

470 475 480 

Trp Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr 

515 520 525 

Glu Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser 

530 535 540 

Glu Pro Leu He Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu 

545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp 

560 565 570 

Val Pro Ser Thr 



<210> 13 
<211> 302 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named C-CSl 
<400> 13 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp TTir Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

miE# 2004-3085985 
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His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Set Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 . 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 . 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Asp Glu Leu Pro Gin Leu Val Thr 

275 280 285 

Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp Val Pro 

290 295 300 

Ser Thr 



<210> 14 
<211> 367 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named CHV-89 
<400> 14 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

tUiE# 2 0 0 4 - 3 0 8 5 9 8 5 



2004-222441 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

no 115 120 - 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 .160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val He Asp Ala Ser Thr 

365 



<210> 15 
<211> 368 
<212> PET 

<213> Artificial Sequence 



<220> 



miEi|# 2004-3085985 



2 004-222441 : 13/ 

<223> f ibronectin fragment named CHV-90 
<400> 15 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40- 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 . 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Asp Ala Pro Ser Asn 

275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 

290 295 300 

Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu 

305 310 315 

Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 

320 325 330 

Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu 

335 340 345 

Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu 

lliiE# 2004-3085985 
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350 355 360 

Pro Leu lie Gly Arg Lys Lys Thr 
365 



<210> 16 
<211> 370 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named CHV-92 
<400> 16 . 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Uu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

ttHiE# 2004-3085985 
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Thr Glu 
Leu Lys 
Thr Pro 
Pro Lys 
Asp Ser 
Tyr Glu 
Pro Ala 



He Asp 
Phe Thr 
Pro Asn 
Glu Lys 
Ser Ser 
Val Ser 
Gin Gly 



Lys Pro 

275 

Gin Val 
290 

Val Gin 
305 

Thr Gly 

320 

Val Val 
335 

Val Tyr 

350 

Val Val 
365 



Ser Met 
Thr Pro 
Leu Thr 
Pro Met 
Val Ser 
Ala Leu 
Thr Thr 



Ala He Pro 

280 
Thr Ser Leu 

295 
Gly Tyr Arg 

310 
Lys Glu He 

325 
Gly Leu Met 

340 
Lys Asp Thr 

355 
Leu Glu 

370 



Ala Pro Thr Asp 

285 

Ser Ala Gin Trp 
300 

Val Arg Val Thr 
315 

Asn Leu Ala Pro 

330 

Val Ala Thr Lys 
345 

Leu Thr Ser Arg 
360 



<210> 17 
<211> 457 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named CHV-179 
<400> 17 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Hir Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Tlir Pro Thr Ser Leu 

WSE#2 0 0 4 - 3 0 8 5 9 8 5 
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185 190 195 

Uu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 . 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu 

365 370 375 

Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin 

380 385 390 

Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu Lys 

395 400 405 

Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly 

410 415 420 

Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr 

425 430 435 

Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro 

440 445 450 

Leu He Gly Arg Lys Lys Thr 

455 



<210> 18 
<211> 459 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-181 
<400> 18 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

WiE# 2004-3085985 
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Val Thr 
Val Arg 
Set He 
Pro Gly 
His Glu 
Ser Pro 
Thr Val 
lie Arg 
Arg Val 
Pro Gly 
Glu Glu 
Val Pro 
Leu He 
lie Thr 
Thr Val 
Pro Gly 
Gly Asp 
Thr Glu 
Leu Lys 
Thr Pro 
Pro Lys 
Asp Ser 
Tyr Glu 
Pro Ala 
Arg Arg 



Trp Ala Pro 

20 

Tyr Ser Pro 
35 

Ser Pro Ser 
50 

Thr Glu Tyr 

65 

Ser Thr Pro 
80 

Thr Gly He 

95 

His Trp He 
110 

His His Pro 
125 

Pro His Ser 
140 

Thr Glu Tyr 
155 

Ser Pro Leu 

170 

Arg Asp Leu 
185 

Ser Trp Asp 

200 

Tyr Gly Glu 
215 

Pro Gly Ser 

230 

Val Asp Tyr 
245 

Ser Pro Ala 
260 

He Asp Lys 

275 

Phe Thr Gin 
290 

Pro Asn Val 
305 

Glu Lys Thr 
320 

Ser Ser Val 
335 

Val Ser Val 

350 

Gin Gly Val 
365 

Ala Arg Val 
380 



Pro Pro Ser 
Val Lys Asn 
Asp Asn Ala 
Val Val Ser 
Leu Arg Gly 
Asp Phe Ser 
Ala Pro Arg 
Glu His Phe 
Arg Asn Ser 
Val Val Ser 
Leu He Gly 
Glu Val Val 
Ala Pro Ala 
Thr Gly Gly 
Lys Ser Thr 
Thr He Thr 
Ser Ser Lys 
Pro Ser Met 
Val Thr Pro 
Gin Leu Thr 
Gly Pro Met 
Val Val Ser 
Tyr Ala Leu 
Val Thr Thr 
Thr Asp Ala 



He Asp 
25 

Glu Glu 
40 

Val Val 
55 

Val Ser 

70 

Arg Gin 
85 

Asp He 
100 
Ala Thr 
115 
Ser Gly 
130 
He Thr 
145 
He Val 
160 
Gin Gin 
175 
Ala Ala 
190 
Val Thr 
205 
Asn Ser 
220 
Ala Thr 
235 
Val Tyr 
250 
Pro He 
265 
Ala He 
280 
Thr Ser 
295 
Gly Tyr 
310 
Lys Glu 
325 
Gly Uu 
340 
Lys Asp 
355 
Leu Glu 
370 
Thr Glu 
385 



Leu Thr 
Asp Val 
Leu Thr 
Ser Val 
Lys Thr 
Thr Ala 
He Thr 
Arg Pro 
Leu Thr 
Ala Leu 
Ser Thr 
Thr Pro 
Val Arg 
Pro Val 
He Ser 
Ala Val 
Ser He 
Pro Ala 
Leu Ser 
Arg Val 
He Asn 
Met Val 
Thr Leu 
Asn Val 
Thr Thr 



Asn Phe Leu 
30 

Ala Glu Leu 

45 

Asn Leu Leu 
60 

Tyr Glu Gin 

75 

Gly Leu Asp 
90 

Asn Ser Phe 

105 

Gly Tyr Arg 
120 

Arg Glu Asp 
135 

Asn Leu Thr 

150 

Asn Gly Arg 
165 

Val Ser Asp. 
180 

Thr Ser Leu 
195 

Tyr Tyr Arg 
210 

Gin Glu Phe 

225 

Gly Leu Lys- 
240 

Thr Gly Arg 

255 

Asn Tyr Arg 
270 

Pro Thr Asp 
285 

Ala Gin Trp - 
300 

Arg Val Thr 
315 

Leu Ala Pro 

330 

Ala Thr Lys 
345 

Thr Ser Arg 
360 

Ser Pro Pro 
375 

He Thr He 
390 

mSE# 2 0 0 4 
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Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr 

455 



<210> 19 

<211> 276 . 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named H-275-Cys 
<400> 19 

Met Ala Ala Ser Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr 
15 10 15 

Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn 

20 25 30 

Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys 

35 40 45 

Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser 

50 55 60 

Val Val Val Ser Gly Uu Met Val Ala Thr Lys Tyr Glu Val Ser 

65 70 75 . 

Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly 

80 85 90 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg 

95 100 105 

Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp Arg Thr 
110 115 120 

Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val Pro Ala 

125 130 135 

Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp Val Arg 

140 145 150 

Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He 

155 160 165 

Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val 

170 175 180 

He AsD Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe 

185 190 195 

Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro 

200 205 210 

Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly 

tblEiRF 2004-3085985 
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215 220 225 

Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr 

230 235 240 

Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He 

245 250 255 

Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He 

260 265 270 

Gly Arg Lys Lys Thr Cys 

275 



<210> 20 
<211> 38 

<212> DM . 
<213> Artificial Sequence 

<220> 

<223> primer 12S 
<400> 20 

aaaccatggc agctagcgct attcctgcac caactgac . 38 



<210> 21 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 14A 
<400> 21 

aaaggatccc taactagtct ttttccttcc aatcag 36 



<210> 22 
<211> 40 
<212> DNA . 

<213> Artificial Sequence 
<220> 

<223> primer Cys-A 
<400> 22 

aaaagcggcc gctagcgcaa gccat^tct gtttcctgtg 40 



<210> 23 
<211> 41 
<212> DNA 

ttiiE# 2004-3085985 
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<213> Artificial Sequence 
<220> 

<223> primer Cys-S 
<400> 23 

aaaagcggcc gcactagtgc atagggatcc ggctgagcaa c 



tbiE# 2004-3085985 
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^-•j : i/E 



mm 
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m m X m M m m 

mm^-^ [302019245] 
1 . ^M^^ B 2002^4^ IS 



ffi|iE#-f- miE#2 0 0 4 - 3 0 8 5 9 8 5 



SEQUENCE LISTING 

V 

<110> TAKARA BIO INC. 

<120> Process for the preparation of lymphocyte having cytotoxic activity 

<130> O4-058-PCTJP 

<150> JP 2003-298208 
<151> 2003-08-22 

<1S0> JP 2004-699 
<151> 2004-01-05 

<150> JP 2004-115648 
<151> 2004-04-09 

<150> JP 2004-222441 
<151> 2004-07-29 

<160> 29 

<210> 1 
<211> 87 
<212> PRT 

<213> Artificial Sequence 



1 /4 6 



<220> 

<223> partial region of fibronectin named 1 1 1-8 



<400> 1 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

SO 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr 

80 85 

<210> 2 
<2n> 90 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named IM-9 

2/4 6 



<400> 2 

Gly Leu Asp Ser Pro Thr Gly lie Asp Phe Ser Asp He Thr Ala 

15 10 15 

Asn Ser Phe Thr Val His Trp He Ala Pro Arg Ala Thr He Thr 

20 25 30 

Gly Tyr Arg He Arg His His Pro Glu His Phe Ser Gly Arg Pro 

35 40 45 

Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr 

50 55 60 

Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu 

65 70 75 

Asn Gly Arg Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr 

80 85 90 



<210> 3 
<2H> 94 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-10 
<400> 3 

Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro 

3/4 6 



^ 5 10 15 
Thr Ser Leu Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

20 25 30 

Tyr Tyr Arg lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val 

35 40 45 

Gin Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser 

50 55 60 

Gly Leu Lys Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val 

65 70 75 

Thr Gly Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser Me 

80 85 90 

Asn Tyr Arg Thr 



<210> 4 
<211> 84 
<212> PRT 

<2I3> Artificial Sequence 
<220> 

<223> partial region of fibronectin named MI-11 
<400> 4 

Gin Met Gin Val Thr Asp Val Gin Asp Asn Ser Me Ser Val Lys 
1 5 10 15 

Trp Leu Pro Ser Ser Ser Pro Val Thr Gly Tyr Arg Val Thr Thr 

4/4 6 



20 25 30 

Thr Pro Lys Asn Gly Pro Gly Pro Thr Lys Thr Lys Thr Ala Gly 

35 40 45 

Pro Asp Gin Thr Glu Met Thr Me Glu Gly Leu Gin Pro Thr Val 

50 55 60 

Glu Tyr Val Val Ser Val Tyr Ala Gin Asn Pro Ser Gly Glu Ser 

55 70 75 
Gin Pro Leu Val Gin Thr Ala Val Thr 

80 



<210> 5 
<2n> 92 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-12 
<400> 5 

Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
^5 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 
20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 
35 40 45 

5/4 6 



Lys Glu Me Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Vai Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 SO 

Leu Glu 



<210> 6 
<211> 89 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-13 
<400> 6 

Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala Thr Glu 
1 5 10 15 

Thr Thr lie Thr lie Ser Trp Arg Thr Lys Thr Glu Thr Me Thr 

20 25 30 

Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr Pro Me 

35 40 45 

Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me Thr Gly 

50 55 60 

6/4 6 



Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn 
65 70 75 

Asp Asn Ala Arg Ser Ser Pro Val Val lie Asp Ala Ser Thr . 
80 85 



<210> 7 
<2n> 90 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named IM-14 
<400> 7 

Ata lie Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr Pro 

15 10 15 

Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me Thr 

20 25 30 

Gly Tyr Me Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu 

35 40 45 

Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr Me Thr 

50 55 60 

Gly Leu Glu Pro Gly Thr Glu Tyr Thr Me Tyr Val Me Ala Leu 

65 70 75 

Lys Asn Asn Gin Lys Ser Glu Pro Leu Me Gly Arg Lys Lys Thr 

7/4 6 



80 



85 



90 



<210> 8 
<211> 25 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named CS-1 
<400> 8 

Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu His 
15 10 15 

Giy Pro Glu lie Leu Asp Val Pro Ser Thr 
20 25 



<210> 9 
<211> 274 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragnent named C-274 



8/4 6 



<400> 9 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser tie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

SO 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 n5 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 185 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

9/4 6 



185 190 195 

Leu l ie Ser Trp Asp Ala. Pro Ala Val Thr Vat Arg Tyr Tyr Arg 
200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 
. 245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 
260 265 270 

Thr Glu Me Asp 



<210> 10 
<211> 271 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragment named H-271 
<400> 10 

Ala Me Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
^ S 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

10/46 



20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 
35 40 45 

Lys Glu lie Asn Leu Ala Pro Asp Ser Ser Ser Val Vat Val Ser 
50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 
65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 
80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 
95 100 105 

Thr Glu Thr Thr Me Thr Me Ser Trp Arg Thr Lys Thr Glu Thr 
no 115 120 

Me Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 
125 130 135 

Pro Me Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me 
140 145 ISO 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys Me Tyr Leu Tyr Thr 
155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val Me Asp Ala Ser 
170 175 180 

Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 
185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me 
200 205 210 

Thr Gly Tyr Me Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 



11/4 6 



215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr Me 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr Me Tyr Val lie Ala 

245 250 255 

Leu Lys Asn Asir Gin Lys Ser Glu Pro Leu lie Gly Arg Lys Lys 

260 265 270 

Thr 



<210> 11 
<211> 296 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named H-296 
<400> 11 

Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu lie Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

12/46 



50 55 60 

Gty Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 

95 100 105 

Thr Glu Thr Thr Me Thr lie Ser Trp Arg Thr Lys Thr Glu Thr 

no 115 120 

Me Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 US 

Pro Me Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me 

140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys Me Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val VaJ Me Asp Ala Ser 

170 175 180 

Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me 

200 205 210 

Thr Gly Tyr Me Me Lys Tyr Glu Lys Pro Gty Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr Me 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr lie Tyr Val Me Ala 
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245 250 255 

Leu Lys Asn Asn Grn Ly$ Ser Glu Pro Leu lie Gly Arg Lys Lys 

260 265 270 

Thr Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu 

275 280 285 

His Gly Pro Glu lie Leu Asp Val Pro Ser Thr 

290 295 . 



<210> 12 
<211> 549 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH'271 
<400> 12 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
IS 10 IS 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

SO 55 60 
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Pro Gly Thr Glu Tyr Va I Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro. Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 
110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Vaj Ser Me Val Ala Leii Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

Me Thr Tyr Gly Glu Thr Cly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 
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Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu lie Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr lie Thr Me 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro Me Gin Arg Thr Me Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys Me Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 
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Ser Pro Val Val Me Asp Ala Ser Thr Ala Me Asp Ala Pro Ser 

455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 

470 475 480 

Trp Gin Pro Pro Arg Ala Arg Me Thr Gly.Tyr Me lie Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr 

515 520 525 

Glu Tyr Thr Me Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser 

530 535 540 
Glu Pro Leu Me Gly Arg Lys Lys Thr 

545 



<210> 13 
<2n> 574 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-296 
<400> 13 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 

17/46 



1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Vai Arg Tyr Ser Pro Vat Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
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200 205 210 

lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu lie Asp Lys Pro Ser Met Ala lie Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Vat Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu lie Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

385 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr Me Thr Me 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp 



19/46 



395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro lie Gin Arg Thr Me Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val Me Asp Ala Ser Thr Ala Me Asp Ala Pro Ser 

455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 

470 475 480 

Trp Gin Pro Pro Arg Ala Arg lie Thr Gly Tyr Me Me Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr 

515 520 525 

Glu Tyr Thr Me Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser 

530 535 540 

Glu Pro Leu Me Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu 

545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu lie Leu Asp 

560 565 570 

Val Pro Ser Thr 
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<210> 14 
<211> 302 
<212> PRT 

<213> Art i f i ci at Sequence 
<220> 

<223> f ibronectin fragment naned C-CS1 
<400> 14 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

2 1/4 6 



125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phc 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 
260 265 270 

Thr Glu Me Asp Lys Pro Ser Asp Glu Leu Pro Gin Leu Val Thr 
275 280 285 

Leu Pro His Pro Asn Leu His Gly Pro Glu Me Leu Asp Val Pro 
290 295 300 

Ser Thr 
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<210> 15 
<211> 367 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibr.onectin fragment named CHV-89 
<400> 15 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

15 lb 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
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125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu lie Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr Me Thr lie Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 
Pro Ala Asn Gly Gin Thr Pro Me Gin Arg Thr Me Lys Pro Asp 
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320 325 330 

Val Arg Ser Tyr Thr tie Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val Me Asp Ala Ser Thr 

365 

<210> 16 
<211> 368 
<212> PRT 

<213> Art i f icial Sequence 
<220> 

<223> fibronectin fragment named CHV-90 
<400> 16 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Vai Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu. Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Gtu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240^ 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 
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Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Scr lie Asn Tyr Arg 

260 265 270 

Thr Glu lie Asp Lys Pro Ser Met Ala Me Asp Ata Pro Ser Asn 

275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 

290 295 300 

Gin Pro Pro Arg Ala Arg lie Thr Gly Tyr Me Me Lys Tyr Glu 

305 310 315 

Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 

320 325 330 

Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr Glu 

335 340 345 

Tyr Thr Me Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser Glu 

350 355 360 

Pro Leu Me Gly Arg Lys Lys Thr 

365 



<210> 17 
<2n> 370 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named CHV-92 
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<400> 17 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 

1 5 10 ^5 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 

MO 115 120 

Me Arg His His Pro Glu His Phe Ser Gty Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 
Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
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185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gtn Gly Val Val Thr Thr Leu Glu 

365 370 
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<210> 18 
<2n> 457 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-179 
<400> 18 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Vat Tyr Glu Gin 

65 rO 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 
Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 
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lie Arg His His Pro Giu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Vat Ser lie Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu lie Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr Me Thr lie Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 
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Pro Ala Asn Gly Gin Thr Pro lie Gin Arg Thr Me Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys Me Tyr Leu Tyr Thr Leu Ash Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val lie Asp Ala Ser Thr Ala lie Asp Ala Pro Ser Asn Leu 

365 370 375 

Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin 

380 385 390 

Pro Pro Arg Ala Arg Me Thr Gly Tyr Me Me Lys Tyr Glu Lys 

395 400 405 

Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly 

410 415 420 

Val Thr Glu Ala Thr lie Thr Gly Leu Glu Pro Gly Thr Glu Tyr 

425 430 435 

Thr lie Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro 

440 445 450 
Leu Me Gly Arg Lys Lys Thr 

455 



<210> 19 
<2M> 459 
<212> PRT 

<213> Artificial Sequence 



3 2/46 



<220> 

<223> fibronectin fragment named CHV-181 



<400> 19 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 

1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Vat Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 too 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 
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155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 
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350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr lie Thr Me 

380 385 390 

Ser Trp Arg Thr Lys thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro Ite Gin Arg Thr lie Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys Me Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val Me Asp Ala Ser Thr 

455 

<210> 20 
<211> 276 
<212> PRT 

<213> Art M I cl al Sequence 
<220> 

<223> fibroncctin fragment named H-275-Cys 
<400> 20 
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Met Ala Ala Ser Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr 

1 5 10 ^ 15 

Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn 

20 25 30 
Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys 

35 40 45 
Thr Gly Pro Met Lys Giu Me Asn Leu Ala Pro Asp Ser Ser Ser 

50 55 60 

Val Val Val Ser Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser 

65. 70 75 

Val Tyr Ala Leu Lys Asp Thr Leu thr Ser Arg Pro Ala Gin Gly 

80 85 90 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg 

95 100 105 

Val Thr Asp Ala Thr Glu Thr Thr Me Thr Me Ser Trp Arg Thr 

110 115 120 

Lys Thr Glu Thr Me Thr Gly Phe Gin Vat Asp Ala Val Pro Ala 

125 130 135 

Asn Gly Gin Thr Pro Me Gin Arg Thr Me Lys Pro Asp Val Arg 

140 145 150 

Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys Me 

155 160 165 

Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val 

170 175 180 

Me Asp Ala Ser Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe 

185 190 195 
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Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro 

200 205 210 

Arg Ala Arg lie Thr Gly Tyr lie lie Lys Tyr Glu Lys Pro Gly 

215 220 225 

Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr 

230 235 240 

Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr Me 

245 250 255 

Tyr Val Me Ala Leu Lys Asn Asn Gtn Lys Ser Glu Pro Leu Me 

260 265 270 
Gly Arg Lys Lys Thr Cys 

275 



<210> 21 
<2n> 38 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> primer 12S 
<400> 21 

aaaccatggc agctagcgct attcctgcac caactgac 38 
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<210> 22 
<2n> 36 . 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> primer 14A 
<400> 22 

aaaggatccc taactagtct ttttccttcc aatcag 

<210> 23 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer Cys-A 
<400> 23 

aaaagcggcc gctagcgcaa gccatggtct gtttcctgtg 



<210> 24 
<2n> 41 
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<212> DNA 

<213> Artificial Sequence 



<220> 

<223> primer Cys-S 
<400> 24 

aaaagcggcc gcactagtgc atagggatcc ggctgagcaa c 41 

<210> 25 
<211> 658 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-296Na 
<400> 25 

Met Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu Val 

20 25 30 

Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu Ser lie 

35 40 45 

Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu Pro Gly Thr 
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50 55 60 

Giu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin His Glu Ser Thr 

65 70 75 80 

Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp Ser Pro Thr Gly Me 

85 90 95 

Asp Phe Ser Asp Me Thr Ala Asn Ser Phe Thr Val His Trp Me Ala 

100 105 no 

Pro Arg Ala Thr Me Thr Gly Tyr Arg Me Arg His His Pro Glu His 

nS 120 125 

Phe Ser Gly Arg Pro Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser 

130 135 140 

Me Thr Leu Thr Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser Me 

145 150 155 160 

Val Ala Leu Asn Gly Arg Glu Glu Ser Pro Leu Leu Me Gly Gin Gin 

165 1.70 175 

Ser Thr Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr 

180 185 190 

Pro Thr Ser Leu Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

195 200 205 

Tyr Tyr Arg Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin 

210 215 220 

Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu 

225 230 235 240 

Lys Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg Thr 
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260 265 270 

Giu tie Asp Lys Pro Ser Gin Met Gin Val Thr Asp Val Gin Asp Asn 

275 280 285 

Ser lie Ser Val Lys Trp Leu Pro Ser Ser Ser Pro Val Thr Gly Tyr 

290 295 300 

Arg Val Thr Thr Thr Pro Lys Asn Gly Pro Gly Pro Thr Lys Thr Lys 
305 310 315 320 

Thr Ala Gly Pro Asp Gin Thr Glu Met Thr Me Glu Gly Leu Gin Pro 

325 330 335 

Thr Val Glu Tyr Val Val Ser Vat Tyr Ala Gin Asn Pro Ser Gly Glu 

340 345 350 

Ser Gin Pro Leu Val Gin Thr Ala Val Thr Ala Me Pro Ala Pro Thr 

355 360 365 

Asp Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

370 375 380 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro 
385 390 395 400 

Lys Glu Lys Thr Gly Pro Met Lys Glu lie Asn Leu Ala Pro Asp Ser 

405 410 415 

Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys Tyr Glu Vat 

420 425 430 

Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly 

435 440 445 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val 

450 455 460 

Thr Asp Ala Thr Glu Thr Thr lie Thr Me Ser Trp Arg Thr Lys Thr 
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465 470 475 480 

Glu Thr lie Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin 

485 490 495 

Thr Pro lie Gin Arg Thr lie Lys Pro Asp Val Arg Ser Tyr Thr lie 

500 505 510 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys lie Tyr Leu Tyr Thr Leu 

515 520 525 

Asn Asp Asn Ala Arg Ser Ser Pro Val Val lie Asp Ala Ser Thr Ala 

530 535 540 

lie Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala thr Thr Pro Asn Ser 
545 550 555 560 

Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg lie Thr Gly Tyr Me 

565 570 575 

Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg 

580 585 590 

Pro Arg Pro Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly 

595 600 605 

Thr Glu Tyr Thr Me Tyr Val lie Ala Leu Lys Asn Asn Gin Lys Ser 

610 615 620 

Glu Pro Leu Me Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu Val 
625 630 635 640 

Thr Leu Pro His Pro Asn Leu His Gly Pro Glu Me Leu Asp Val Pro 
645 650 655 

Ser Thr 
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<210> 26 
<2n> 1989 
<212> DMA 

<213> Artificial Sequence 
<220> 

<223> polynuieotide coding CIH-296Na 



<400> 26 



catatgccca 


ctgacc tgcg 


a t tcaccaac 


at tggtccag 


acacca tgcg 


tgtcacc tgg 


60 


gc tccacccc 


catccat tga 


t t taaccaac 


t tcctggtgc 


gt tactcgcc 


tgtgaaaaat 


120 


gaggaagatg 


t tgcagagtt 


gtcaatttct 


cct tcagaca 


atgcagtggt 


c t taacaaat 


180 


ctcctgcctg 


gtacagaa ta 


tgtagtgagt 


gtc tccagtg 


tctacgaaca 


acatgagagc 


240 


acacctct ta 


gaggaagaca 


gaaaacaggt 


cttgattccc 


caactggcat 


tgacttttct 


300 


gatat tactg 


ccaactct tt 


tactgtgcac 


tggat tgctc 


ctcgagccac 


catcactggc 


360 


tacaggatcc 


gccatca tec 


cgagcac t tc 


agtgggagac 


ctcgagaaga 


tcgggtgccc 


420 


cac tctcgga 


at tccatcac 


cc tcaccaac 


c tcac tccag 


gcacagagta 


tgtggtcagc 


480 


atcgttgctc 


t taatggcag 


agaggaaagt 


ccct tattga 


ttggccaaca 


atcaacagt t 


540 


tctgatgt tc 


cgagggacc t 


ggaagt tgt t 


gctgcgaccc 


ccaccagcct 


actgatcagc 


600 


tgggatgctc 


ctgctgtcac 


agtgagatat 


tacaggatca 


c t tacggaga 


aacaggagga 


660 


aatagccctg 


tccaggagtt 


cactgtgcc t 


gggagcaagt 


ctacagctac 


catcagcggc 


720 


ct taaacctg 


gagt tgatta 


tacca tcact 


gtgtatgctg 


tcactggccg 


tggagacagc 


780 


cccgcaagca 


gcaagccaat 


t tccattaat 


taccgaacag 


aaattgacaa 


acca tcccag 


840 


atgcaagtga 


ccgatgt tea 


ggacaacagc 


at tagtgtca 


agtggc tgcc 


t tcaagt tec 


900 


cctgt tactg 


gt tacagagt 


aaccaccac t 


cccaaaaatg 


gaccaggacc 


aacaaaaac t 


960 
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aaaactgcag gtccasatca 


aacagaaatg 


actat tgaag 


gcttgcagcc 


eaeagtggag 


1020 


tatgtggtta 


gtgtctatgc 


tcagaatcca 


agcggagaga 


gtcagcctct 


ggt tcagact 


1080 


gcagtaaccg 


ctat tcctgc 


accaac tgac 


ctgaagttca 


ctcaggtcac 


acccacaagc 


1140 


ctgagcgccc 


agtggacacc 


acccaatgt t 


cage tcac tg 


gatatcgagt 


gcgggtgace 


1200 


cccaaggaga 


agaccggacc 


aatgaaagaa 


atcaacct tg 


c tcctgacag 


c tcatccgtg 


1260 


gt tgtatcag 


gact tatggt 


ggccaccaaa 


tatgaagtga 


gtgtctatgc 


tct taaggac 


1320 


act t tgacaa 


gcagaccagc 


tcagggtgt t 


gtcaccac tc 


tggagaatgt 


cagcceacca 


1380 


agaagggctc 


gtgtgacaga 


tgc tactgag 


accacca tea 


ccat tagctg 


gagaaceaag 


1440 


ac tgagacga 


tcactggctt 


ccaagt tga t 


gccgt tccag 


ccaatggcca 


gac tccaatc 


1S00 


cagagaacca 


tcaagccaga 


tgtcagaagc 


tacaccat ta 


caggt t taca 


accaggcact 


1560 


gactacaaga 


tctacc tgta 


cacc t tgaa t 


gacaatgc tc 


ggagc tcccc 


tgtggtcate 


1620 


gacgcctcca 


ctgccat Iga 


tgcaccatcc 


aacctgcgtt 


tec tggccac 


cacacceaa t 


1680 


tccttgctgg 


tatca tggca 


gccgccacgt 


gccaggat ta 


ccggc tacat 


eatcaagtat 


1740 


gagaagcctg 


ggtc tcctcc 


cagagaagtg 


gtccc tcggc 


cccgccctgg 


tgteacagag 


1800 


gctac ta t ta 


ctggcctgga 


accgggaacc 


gaatatacaa 


tttatgtcat 


tgccetgaag 


1860 


aataatcaga 


agagcgagcc 


cc tgat tgga 


aggaaaaaga 


cagacgagc t 


teeccaactg 


1920 


gtaaccct tc 


cacaccccaa 


tcttcatgga 


ccagaga tc t 


tggatgt tec 


t tccacataa 


1980 



tagaagctt MBS 



<210> 27 
<2n> 22 
<212> DNA 

<213> Art i f icial Sequence 
<220> 
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<223> Primer CH-296Nal 
<400> 27 

atcatatgcc cactgacctg eg 

<2tO> 28 
<2n> 23 
<2I2> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer CH-296Na2 
<400> 28 

ataagcttct attatgtgga agg 

<210> 29 
<2n> 22 
<212> ONA 

<213> Artificial Sequence 
<220> 

<223> Primer CH-296Na3 



<400> 29 

accatcactg gctacaggat cc 
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Entry into the European phase before the European Patent Office 

These notes describe the procedurai steps required for entry into the European phase 
before the European Patent Office (EPO). You are advised to read them carefully: 
failure to take the necessary action in time can lead to your application being deemed 
withdrawn. 

1 . The above-mentioned international patent application has been given European 
application No. 04772194.9. 

2. Applicants without a residence or their principal place of business in an EPO contracting state may 
themselves initiate Eurojsean processing of their International applications, provided they do so before 
expiry of the 31 st month from the priority date (see also point 6 below). 

During the European phase before the EPO as designated or elected Office, however, such 
applicants must be represented by a professional representative (Arts. 133(2) and 134(1), (7) 

Procedural acts performed after expiry of the 31st month by a professional representative who acted 
during the international phase but is not authorised to act before the EPO have no legal effect and 
therefore lead to loss of rights. 

Please note that a professional representative authorised to act before the EPO and who acted 
for the applicant during the international phase does not automatically become the 
representative for the European phase. Applicants are therefore strongly advised to appoint in 
good time any re|>resentatlve they wish to Initiate the European phase for them; otherwise, the 
EPO has to send ail communications direct to the applicant. 

3. Applicants with a residence or their principal place of business in an EPC contracting state are not 
obliged to appoint, for the European phase before the EPO as designated or elected Office, a 
professional representative authorised to act before the EPO. 

However, In view of the complexity of the procedure It is recommended that they do so. 

4. Applicants and professional representatives are also strongly advised to initiate the European phase 
using EPO Form 1200 (available free of charge from the EPO). This however is not compulsory. 
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5. To enter the European phase before the EPO, the following acts must be performed. 
(N.B.: Failure validly to do so will entail loss of rights or other adverse legal consequences.) 

5.1 If the EPO Is acting as designated or elected Office (Arts. 22(1)(3) and 39(1) PCT respectively), 
applicants must, within 31 months from the date of filing or (where applicable) the earliest priority 
date: 

a) Supply a translation of the international application into an EPO official language, if the 
International Bureau did not publish the application in such a language (Art. 22(1) PCT and Rule 
107(1)(a)EPC). 

If the translation Is not filed in time, the international application Is deemed withdrawn 
before the EPO (Rule 1 08(1 ) EPC). 

This loss of rights is deemed not to have occurred if the translation is then filed within a 
two-month grace period as from notification of an EPO communication, provided a surcharge is 
paid at the same time (Rule 1 08(3) EPC). 

b) Pay the national basic fee (EUR 160.00) and, where a supplementary European search report 
has to be drawn up, the search fee (EUR 960,00 ; Rule 107(1}(c) and (e) EPC). 

c) If the time limit under Article 79(2) EPC expires before the 31 -month time limit, pay the 
designation fee (EUR 75,00) for each contracting state designated (Rule 1 07(1)(d) EPO). 

d) If the time limit under Article 94(2) EPC expires before the 31 -month time limit, file the written 
request for examination and pay the examination fee (EUR 1430,00 ; Rule 107(1)(0 EPO). 

e) Pay the third-year renewal fee (EUR 380,00) if it fails due before expiry of the 31 -month time 
limit (Rule 107(1 )(g) EPC). 

If the fees under (b) to (d) above are not paid in time, or the written request for examination is not 
filed in time, the international application is deemed withdrawn before the EPO, or the 
contracting-state designation(s) in question is (are) deemed withdrawn (Rule 108(1) and (2) EPC). 
However, the fees may still be validly paid within a two-month grace period as from notification of 
an EPO communication, provided the necessary surcharges are paid at the same time (Rule 
108(3) EPC). For the renewal fee under (e) al30ve, the grace period is six months from the fee's 
due date (Article 86(2) EPC). 

5.2 If the application documents on which the European grant procedure is to be based comprise more 
then ten claims, a claims fee is payable within the 31 -month time limit under Rule 107(1) EPC for 
the eleventh and each subsequent claim (Rule 110(1) EPC). The fee can however still l3e paid 
within a one-month grace period as from notification of an EPO communication pointing out the 
failure to pay (Rule 1 1 0(2) EPC). 

6. If the applicant had a representative during the application's international phase, the present notes will 
be sent to the representative, asldng him to Inform the applicant accordingly. 

Ail subsequent communications will be sent to the applicant, or - if the EPO Is informed of his 
appointment In time - to the applicant's European representative. 
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7. For more details about time limits and procedural acts before the EPO as designated and elected Office, 
see the EPO brochure 

How to get a European patent 

Guide for applicants - Part 2 

POT procedure before the EPO - "Euro-POT" 

This brochure, the list of professional representatives before the EPO, Form 1200 and details of the 
latest fees are now all available on the Internet under 

http://www.european-patent-office.org 
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